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Alder Hey
Children’s NHS
Foundation
Trust

Guideline

General

General

Overall this is a sensible, measured document. It seems to fit well with the Health select
committee report released last month (https://irp-
cdn.multiscreensite.com/51b75a3b/files/uploaded/Report%20%7C%20CBD%20in%20the %2
0UK%20-%20Exec%20Summary.pdf) and the guideline may benefit from including a
reference to this report

| only feel able to comment on the section related to Childhood Epilepsy, as this is the most
relevant section to us

There are as yet, no Cannabis based medicinal products which are licensed in the UK for the
management of childhood epilepsy and therefore this report does not name any of the
products. However one product is available via a company managed access scheme,
Epidiolex and a licensing application has been submitted by the company. | wonder if this will
be available when the final guideline is published and whether reference will need to be made
to it in this guideline to prevent the guideline very quickly becoming out of date. The guideline
correctly references the BPNA guidance in relation to cannabis based medicinal products in
childhood epilepsy.

Thank you for your comment. Cannabidiol for the treatment of seizures associated with
Lennox-Gastaut and Dravet syndrome will be covered in NICE technology appraisals which
are expected to publish in December 2019.

All-Party
Parliamentary
Group

General

General

General

RESPONSE TO NICE GUIDELINES from the ALL PARTY PARLIAMENTARY GROUP
(APPG) on MEDICAL CANNABIS UNDER PRESCRIPTION

The APPG on Medical Cannabis under Prescription was established to help secure
legislation for access to natural cannabis for medical purposes in the UK under prescription
from a medical professional. This is to include the prescription of full extract cannabis or in
formulations produced to a consistent, high quality, pharmaceutical grade and manufactured
to GMP standard. Despite the law change on November 1st 2018 natural cannabis for
medical purposes in the UK is not available for patients who wish to access it. Instead, what
has emerged is a two-tier system that has meant that if you have the money to obtain a
private prescription, then you can access medical cannabis. Furthermore, if you are willing to
travel abroad and face criminalising yourself then you are able to access the medication. This
is an unsustainable and dangerous state of affairs. The NICE guidelines must reflect the
urgent need within the population for safe access to wholeplant medical cannabis products.

Thank you for your comment. The committee were unable to recommend the use of any
whole plant products due to a lack of robust evidence.

All-Party
Parliamentary
Group

General

General

General

INTRODUCTION

A very significant part of the campaigning and political effort that led to the 1st November law
change focused on a small number of high-profile cases of childhood epilepsy. As Nick Hurd
MP, the then Home Office Minister responsible for this portfolio pointed out, these cases
demonstrated the Government’s existing position was not the right one.

And, subsequent to the law change and the almost total block on NHS prescriptions since, a
great deal of the ongoing campaigning work has also focussed on similar cases. For that
reason, the main body of our consultation response is in three main parts. The first part
addresses those parts of the draft guidelines relating to intractable paediatric epilepsy, the
second relates to other conditions, and the third relates to some general points relating to
what evidence has been reviewed and how it appears to have been factored into the draft
guidelines.

Thank you for your comments.

All-Party
Parliamentary
Group

General

General

General

The Political Context

The draft guidelines repeatedly question whether there is sufficient evidence for the efficacy
of medical cannabis. But this seems to ignore the fact that the various bodies that advise the
Government such as the Chief Scientific Officer, Dame Sally Davies who, in her review of the
evidence (commissioned on the 19th June 2018) who reviewed evidence of the therapeutic
benefit of cannabis-based medicinal products for certain medical conditions. She concluded
There is now however, conclusive evidence of the therapeutic benefit of cannabis based
medicinal products for certain medical conditions and reasonable evidence of therapeutic
benefit in several other medical conditions’ and continued ‘Moving these drugs out of

Thank you for your comment. NICE makes an independent consideration of both the clinical
and cost effectiveness of cannabis-based medicinal products and recommendations were
made on a whole population basis.

We recognise that the CMO identified sufficient evidence to reschedule CBMPs. NICE
considers cost-effectiveness evidence as well as clinical effectiveness when determining
which treatments to recommend on a population-wide basis. For the chronic pain population,
the evidence showed that CBMPs were not clinically and cost effective. For the epilepsy
population, the committee did not feel that there was sufficient evidence available to make a
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Schedule 1 would allow them to be prescribed under controlled conditions by registered positive or negative recommendation. Clinicians can still make their own individual
practitioners for medical benefit’. prescribing decisions in the best interest of their patients.
Dame Sally Davies, the Chief Medical Officer position is totally undermined in the NICE
Guidelines which refer to a lack of good quality evidence that meant the committee was
unable to make a recommendation on the use of CBMPs. Meaning that they instead made
research recommendations to promote further research and inform future practice. If good
quality evidence for the efficacy of medical cannabis led to a change in the law, it is
somewhat paradoxical that the guidelines in their current form will not recommend its
prescription citing a lack of good quality evidence.
Indeed, it was the advice from those bodies that was key in persuading the Home Secretary
and the Government to change the law. Put simply, if there wasn’t sufficient evidence of
efficacy, why did the Government change the law?
All-Party General General General PAEDEATRIC EPILEPSY Thank you for your comments. The committee were aware that there are reports of individual
Parliamentary patients having fewer seizures with these medicines when other treatments have not fully
Group The Impact and Role of the Guidelines controlled the seizures. But current research is limited and of low quality, making it difficult to
assess just how effective these medicines are for people with epilepsy.
Lines 1 to 10 of Page 17 makes a number of statements that we believe need to be changed.
The committee discussed the limited evidence and agreed that it did not warrant a practice
We can report without any shadow of doubt that medical professionals caring for some of the | recommendation. However, they also agreed that they should not make a recommendation
most severe cases of intractable paediatric epilepsy routinely cite ‘the guidelines’ as a reason | against the use of cannabis-based medicinal products as this would restrict further research
for not prescribing cannabis-based products containing THC. If the intention of lines 1 to 10 in this area and would prevent people who are currently apparently benefiting from continuing
of page 17 was to give clinicians the confidence, that in some limited situations involving the with their treatment.
most severe paediatric epilepsy cases, the confidence to prescribe we feel the language used
falls far short. Additionally, we take issue with the expression ‘there is no clear evidence’ in Until there is clear evidence, specialists, people with epilepsy and their carers should
line 9 of page 17 in relation to efficacy. Our contention is that there is indeed ‘clear’ evidence | continue to make treatment decisions in the best interests of each person with epilepsy.
of efficacy. This is in three main forms: However, people seeking treatment for severe epilepsy should be made aware that currently
there is no clear evidence of the safety and effectiveness of cannabis-based medicinal
a. There is a significant number of well documented individual cases in which parents products.
have privately sourced THC bearing medical cannabis and have demonstrated efficacy.
Indeed, we understand that some of the families involved with those cases have made
personal submissions to NICE. So at the very least, we believe that this form of words should
be amended to say something along the lines of *
‘.... Whilst there is limited RCT evidence of efficacy in intractable paediatric epilepsy, there is
a growing body of individual case evidence based over a significant number of months that
for some paediatric epilepsy cases the use of THC bearing medical cannabis products has
brought about sustained and dramatic reductions in seizure frequency and severity together
with dramatic improvements in quality of life. Additionally, any concerns about the possibility
of longterm harm from low concentrations of THC should be set in context against the reality
that in many of these cases there is already
significantly reduced cognitive and development capability ...... ’
It is our firm understanding that the families would not be obtaining private prescriptions at a
huge personal cost, and some actually criminalising themselves, unless their child was
receiving a significant benefit from accessing the medicine.
All-Party General General General The Balance of Quality of Life and Risk of Harm Thank you for your comment. Whilst the committee were mindful about the harms of not

Parliamentary
Group

Additionally, the guidelines make repeated mentions of the lack of evidence relating to
possible long-term harm from the administration of CBMPs. However, what the guidelines do
not reflect is the fact that in many cases of extreme intractable paediatric epilepsy there are
already significant degrees of brain, developmental and cognitive damage. In lay person’s
terms, it seems perverse to have such a focus around the concerns of possible long term
harm in a child’s developing brain when the child’s brain is already severely affected by one,

treating the underlying condition optimally, they agreed that from a patient safety perspective,
it is in the child’s best interest to highlight to their family or carer the unknown effects on brain
and cognitive development and the effect of sedation in the absence of data.

NICE makes an independent consideration of both the clinical and cost effectiveness of
cannabis-based medicinal products and recommendations were made on a whole population
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or a combination of, the condition itself or the repeated use of powerful AEDs all with basis. Clinicians can still make their own individual prescribing decisions in the best interest
acknowledged adverse side effects. Further, some of the conditions are so severe that life of their patients.
expectancy is limited. It is our contention that these factors are not adequately reflected in
the draft guidance.
For this reason, special dispensation must be given to these most severe cases. We
understand that NICE write guidelines across whole populations, but the sweeping guidelines
do not account for the very small population whom have severe drug-resistant intractable
epilepsy and do not respond to any other treatments.
All-Party General General General OTHER CONDITIONS Thank you for your comment. The chronic pain evidence review catered for ‘in extremis’ pain
Parliamentary because medicinal cannabis was to be the final treatment considered after usual medical
Group Much of the work of the APPG has focussed on the distressing cases of paediatric epilepsy. care options had been tried or contemplated.
However, the APPG is aware of a number of situations in which there appears to be a
compelling case for the prescription on the NHS of medical cannabis containing THC. You are correct that the data favours some types of medicinal cannabis for managing chronic
pain compared to placebo. However, although this reaches statistical significance, the effect
We note that the draft guidelines indicate that there is some benefit for medical cannabis in size is so small that individual people are unlikely to notice any difference. For example, pain
the treatment of pain. However, the guidelines then indicate against prescribing on the basis | intensity is measured on a scale of 0 to 10, 0 being no pain and 10 being maximum pain. In
of this not being cost effective. order for a person to notice any difference, analgesia should reduce pain intensity by at least
However, in the same vein as our comments relating to the paediatric neurology cases 2 or even 3 points. Most pain intensity effect sizes were either statistically insignificant (oral
above, we feel that the draft guidelines fail to address that there are some ‘in extremis’ cases | delta-9-THC, oromucosal THC, vaporised THC (minimal CBD), vaporised THC:CBD,
of pain in which the patient has exhausted all other treatments and for which medical vaporised CBD (minimal THC)), or they caused less than a 2 point pain intensity drop
cannabis has should benefit. In the case of one patient, |l (who has given her express (oromucosal CBD:THC) or the 95% confidence interval crossed the 2 point pain intensity
permission to be identified in this submission), the use of medical cannabis means that she is | drop threshold (oral nabilone).
now not consuming the panoply of other medications such as Tramadol, Oxycodone,
Buphrenophine and Fentynl. We contend that the guidelines need to make allowance for Even in cases where people with chronic pain are able to notice the benefit from CBMPs, the
these extreme cases in which cost effectiveness is almost guaranteed on the basis of the cost of medicinal cannabis is around 6 times greater than the NHS would normally deem an
patient subsequently being free from opioid use. efficient use of resources.
Il has arthritis and had two discs replaced in her neck. She has been left with nerve
damage that affects her spinal cord. Bedrocan is the only medication that has ever alleviated
the Lhermitte’s sign (electric shocks) that she gets into her limbs upon neck extension/
flexion. The opioid medication gave her heart palpitations, vomiting and extreme drowsiness.
cannot tolerate Nabilone, as it lowers her heart rate to less than 50bpm and causes
her blood pressure to drop, to the point that she faints.
I has found a private pain specialist who is prepared to write prescriptions for her.
However, she now has to raise thousands of pounds a year to pay for her medical cannabis
and undertake stressful and costly journeys abroad to secure it.
All-Party General General General GENERAL OBSERVATIONS Thank you for your comments. During the development of the review protocol, the committee

Parliamentary
Group

In addition to the detailed points above, we have the following general points:

We contend that the rationale for the recommendations (draft guideline, pp.16-17), and the
discussion of evidence in Evidence Review D under “Benefits and harms” (Evidence Review
D, p.20) do not appear to represent a fair summary of the evidence reviewed. In particular:

a) They underplay the extent of the evidence as to the reduction in seizures with CBMPs.
Both the Guideline and the Evidence Review acknowledge only that there are “some reports”
of individual patients having fewer seizures with these products. We firmly believe that the
evidence of the patients currently receiving private prescriptions in the UK should be taken
into account when writing the guidelines.

b) They place an over-emphasis on adverse events, particularly on the single observational
study with 40 participants recording 98% adverse events. although the committee
acknowledge that it was not possible to determine how many of these were due to the

agreed that randomised controlled trials (RCTs) and systematic reviews of RCTs should be
included. If sufficient RCT data was not available, then observational studies were also
included. However, evidence for individual patients did not meet the inclusion criteria for
evidence.

The committee discussed the adverse events as they considered this to be one of the key
concerns when considering prescribing CBMPs. The committee were also aware of the side-
effects of seizures, however the low-quality evidence that is currently available made it
difficult to compare both the benefits and harms of CBMPs. This is what led to the
development of the research recommendations.

The evidence for the observational studies was considered low quality. Although there was
RCT evidence, this was for Lennox-Gastaut and Dravet syndromes, this will be covered by
the technology appraisal guidance. Furthermore, the committee considered whether it would
be possible to extrapolate the findings from the Lennox-Gastaut and Dravet populations but
felt that this wouldn’t be appropriate given the differences between different types of epilepsy.
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CBMPs. This is highly contentious, the parents constantly tell the APPG what the horrendous | For this reason, they could not form a major part of the committee’s decisions on
side-effects are of the seizures, the licensed and unlicensed drugs they are taking without recommendations.
significant seizure control and also the adverse effects of brain surgery. We cannot
understand the logic of emphasising adverse events in using CBMPs if the adverse events We recognise that the CMO identified sufficient evidence to reschedule CBMPs. NICE
associated with using other AEDs are not taken into consideration. considers cost-effectiveness evidence as well as clinical effectiveness when determining
which treatments to recommend on a population-wide basis. For the chronic pain population,
c) There is also a heavy emphasis on what is prescribed as the “low quality” of the evidence the evidence showed that CBMPs were not clinically and cost effective. For the epilepsy
without reference to the fact that two of the four RCTs that were reviewed were assessed as population, the committee did not feel that there was sufficient evidence available to make a
being of “moderate” quality. Again, if the Chief Medical Officer reviewed ‘good quality positive or negative recommendation. Clinicians can still make their own individual
evidence’ and concluded that this was sufficient to reschedule medical cannabis, why does it | prescribing decisions in the best interest of their patients.
not constitute good evidence in this instance.
All-Party General General General CONCLUSION Thank you for your comments. The reason that no population level recommendations were
Parliamentary made was because of a lack of high-quality evidence. The research recommendations were
Group As currently drafted, the guidelines do not make adequate provision for the small populations | therefore made with the aim of improving the evidence base to help inform recommendations
of extreme cases in which efficacy has already been demonstrated in a number of cases. Our | in future updates.
experience with the interim guidelines leaves us in no doubt that as drafted these guidelines
will perpetuate the suffering of some of the most vulnerable families in the UK. The need for | NICE makes an independent consideration of both the clinical and cost effectiveness of
the guidelines to address issues relating to the large population of sufferers in certain cannabis-based medicinal products and recommendations were made on a whole population
conditions is understood. However, we do not believe this should preclude them from basis. Clinicians can still make their own individual prescribing decisions in the best interest
addressing the needs of smaller patient populations suffering extreme symptoms where of their patients.
efficacy has been demonstrated.
Almirall Ltd Guideline 15 12 Almirall understand that NICE have conducted a NMA of 4 separate trials of Sativex and Thanks for your comments. No network meta-analysis (NMA) was conducted for this

synthesised the results to arrive at an effect size. The studies appear to be highly
heterogeneous and there is an associated risk of bias. It is our understanding that 2 of the
trials used had a 4 week trial period before randomisation and 2 of the trials did not. The
different trial designs would normally be considered a barrier to evidence synthesis in a NMA.
A better approach would have been to use the most recent / robust RCT as a base case and
explore other RCT effect size inputs as scenario analyses.

As described above in the comment regarding the NMA and trial design, the SMPC for
Sativex includes a 4 week run in period to check for response with only responding patients
continuing treatment. It is not clear from the guidance document nor from the Evidence
Review Document C whether this requirement was modelled, and how this was accounted for
in the placebo arm analysis. The model also seems to include patients who do not respond
but who continue on treatment (10%) — this is outside the SMPC recommendation.

question; rather, RCTs comparing THC:CBD spray were combined in pairwise meta-
analyses. The enriched enrolment trials were highlighted in the forest plots (see spasticity
evidence review) and brought to the attention of the committee. This was not to dismiss the
evidence but to generate discussion over the methods which are different to a traditional
RCT. While there was discussion over the potential for these studies to overestimate the
treatment effect, it was also argued, as you suggest, that this trial design better reflects
clinical practice. As a result, these findings were still considered as a part of the evidence
base and helped to form the committee’s opinion that THC:CBD spray appears to have
benefits for people with spasticity.

It is notable that, despite some a priori grounds for suspecting heterogeneity of effect
between trials of different design, there was no evidence that results were statistically
different between enriched-enrolment and conventional RCTs for any outcome (see ‘test for
subgroup differences’ in each forest plot — appendix F).

The decision not to recommend THC:CBD spray was therefore made based on lack of cost-
effectiveness rather than questions over clinical effectiveness or trial design. We
acknowledged the limitations of the heterogeneity of the 4 RCTs. Hence, the economic
analysis reported sensitivity analysis which tested different treatment effects (ORs), such as
pooled OR from two enriched trials only and pooled OR from two non-enriched trials only.
As explained in the ‘model structure’ section of appendix M, the initial cycle of the economic
model simulates the 4-week run-in phase that is used in clinical practice. Patients enter the
model before trying THC: CBD spray and then receive treatment for 4 weeks. Most non-
responders are assumed to discontinue treatment; however, the model allows a small
proportion of patients to continue treatment as the trials on which its estimate of response is
based had more restrictive response criteria (30% improvement) than the 20% improvement
criteria specified within SPC.

The model included the publicly available discount scheme offered by the manufacturer of
THC: CBD spray (Sativex) to the NHS. The treatment is free for the first three vials, but the
NHS pays for responders after that. The indication for responders is 20% improvement in
NRS spasticity rather than the 30% improvement criteria used in the clinical trials. The
committee advised that, in practice, THC: CBD spray will be offered to patients who have
seen between a 20% and 30% improvement. The primary analysis attempts to adjust for this
by assuming that 10% of people in the treatment arm would continue treatment even if they
didn’t achieve a 30% response. It is unclear whether the 10% adjustment produces an under
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or over-estimate of the true cost-effectiveness of THC: CBD spray. We have tested this
parameter in the sensitivity analysis and reported in Appendix M of the spasticity evidence
review.

Almirall Ltd Guideline 15 13 to 17 Almirall understand that resource use which informed the model and ICER was estimated Thank you for your comments. Based on committee consensus, the committee agreed that
from a single study. From this they assume that 25% of the resource use cost is spasticity- the resource use estimated in Stevenson et al. 2015 cannot be said to be 100% attributable
specific. Almirall are concerned that this is an over-simplified approach which might to spasticity alone. The committee felt that the vignette from the health care professional
significantly underestimate the associated cost of spasticity in MS and change the ICER. We | survey could be misleading as it explicitly stated that the disability described in the health
would have expected an approach which explored risk ratios of moving between health states | states was caused by spasticity only. The committee agreed that some of the physical
for MS spasticity and the true costs of each health state being carefully determined. disability specified in the vignette, particularly in the most severe health states, would have

involved multiple other features of the underlying MS. Based on published evidence and the
committee’s experience, the committee does not think treating spasticity would have a major
impact on underlying disability associated with MS (measured by EDSS). Therefore, the
committee concluded that Stevenson et al. 2015 overestimated the amount of resource use
that is solely attributable to medically modifiable spasticity.

However, the committee was sensitive to comments such as this, and did not want to
underestimate the possible benefits of THC:CBD spray. Therefore, the committee made a
consensus to change this parameter to 50%. The committee agreed that this parameter is
highly uncertain, and it should be tested in the sensitivity analysis. This parameter has been
modified in the model, tested extensively and reported in the spasticity evidence review
chapter (Table 23). When doubling the background management costs (assuming 100% of
costs from Stevenson et al. 2015 are attributable to spasticity alone), the cannabis strategy
became dominant. When halving the background management costs (assuming 25% of costs
are related to spasticity), the ICER is around £35,000.

The modelling approach you propose would be attractive if any data were available for either
the effectiveness of THC:CBD spray in influencing transit between spasticity health states or
for the resource use independently associated with any such health states. As no such data
are available, the model structure adopted made use of best-available evidence regarding the
effectiveness of THC:CBD spray and the resource use associated with spasticity.

Almirall Ltd Guideline 5 4 Almirall is concerned that the recommendation regarding THC:CBD spray (Sativex) is based Thank you for your comment. We have responded to your comments separately.
on the outputs of a HE analysis which is less robust that we would have expected — see
comments below

Association of | Evidence 21 31+ We agree with the evaluation outcome, in particular the observation that data are sparse and | Thank you for your comments and support for this guideline.

British Review D that there is a need for more research in severe treatment-resistant epilepsy.

Neurologists Importantly, the recommendation leaves open the door for more research. The thorough
review of the area from NICE should be of value to companies who wish to have their
products properly evaluated.

Association of | Evidence 7 Table 1 Under ‘Outcomes’ “Proportion of patients achieving seizure freedom (50% or greater seizure | Thank you for your comment.

British Review D reduction)” is misinterpretation or misinterpretable: seizure freedom is not the same as 50% The committee defined seizure freedom as 50% or greater reduction in seizures. The PICO

Neurologists or greater reduction — it is only seizure freedom table and review protocol have been amended to provide further clarification of the outcomes.

Association of | General General General We completely agree with the guideline recommendation for chronic pain, as well as the Thank you for your comment.

British specific points raised regarding future research needed regarding the use of cannabis based

Neurologists medicinal products in fibromyalgia and treatment resistant neuropathic pain. In summary this
document aligns with our understanding of the evidence base and | think is a helpful guideline
in relation to chronic pain.

Aurora Guideline 13 17 Harm Reduction: Thank you for your comment. Our systematic review of RCTs found that the outcomes for

Cannabis Inc

The draft guidelines state that evidence does not show a reduction in opioid use in people
prescribed CBMPs. However, there is a growing body of evidence showing that CBMPs could
be used as a replacement for opioids prescribed for pain management. Note the use of
‘medical cannabis’ or ‘medical marijuana’ in this section is reflective of the studies referenced.

One study examined opioid prescriptions and daily dosage in chronic pain patients on opioids
who also began medical cannabis (n=37) versus chronic pain patients only on opioids (n=29)

opioid usage were not statistically significant.
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and found cannabis use resulted in 40.5% of patients stopping opioid use, 83.5% reducing
their daily opioid dosage and an overall reduction in mean prescribed daily opioid dosage.
Please see:

Vigil JM, Stith SS, Adams IM, et al. Associations Between Medical Cannabis and Prescription
Opioid Use in Chronic Pain Patients: A Preliminary Cohort Study. Vrana KE, ed. PLoS One.
2017;12(11):e0187795.

A retrospective study of 244 patients who used a medical cannabis dispensary found
cannabis use resulted in a 64% reduction in opioid use, a decrease in the side effects from
other prescribed medications and an overall improvement of their quality of life. Please see:

-Boehnke KF, Litinas E, Clauw DJ. Medical Cannabis Use Is Associated with Decreased
Opiate Medication Use in a Retrospective Cross-Sectional Survey of Patients with Chronic
Pain. J Pain. 2016;17(6):739-744.

Data collected from the USA show opioid related mortality and addiction rates are reduced in
states with medical cannabis policies in comparison to states who do not have medical
cannabis policies. For instance, drivers fatally injured between the ages of 21 and 40 years
old in states prior to their operational medical marijuana laws had greater odds of opioid
positivity than drivers of the same age in states with active medical marijuana laws.
Additionally, the presence of medical marijuana policies reduced hospitalizations due to
opioid dependence or abuse by 13% and opioid related overdoses by 11% while there was
no significant associations with hospitalizations due to marijuana dependence or abuse.
Please see:

-Bachhuber MA, Saloner B, Cunningham CO, et al. Medical Cannabis Laws and Opioid
Analgesic Overdose Mortality in the United States. JAMA intern med. 2014;174(10):1668-
1673.

-Shi Y. Medical Marijuana Policies and Hospitalizations Related to Marijuana and Opioid Pain
Reliever. Drug Alcohol Depend. 2017;173:144-150.

-Kim JH, Santaella-Tenorio J, Mauro C, et al. State Medical Marijuana Laws and the
Prevalence of Opioids Detected Among Fatally Injured Drivers. Am J Public Health.
2016;106(11):2032-2037.

While the studies above show evidence that CBMPs may have a role in opioid sparing, a
prospective study found that this was not the case. In a study of individuals with chronic, non-
cancer pain who were prescribed opioids and also using CBMPs there was no evidence that
CBMPs improved patient outcomes. CBMP use did not lead to opioid sparing or pain
reduction, with patients using CBMPs reporting greater pain and lower self-efficacy in
managing their pain versus patients who did not use it. However, this study was conducted in
Australia where cannabis was still illegal and may have introduced a bias. As the authors
suggested, perhaps patients with the highest pain severity were the individuals seeking out
an illegal substance and their pain would have been worse without CBMPs. Please see:

-Campbell G, Hall WD, Peacock A, et al. Effect of Cannabis Use in People with Chronic Non-
cancer Pain Prescribed Opioids: Findings from a 4-year Prospective Cohort Study. Lancet
Public Heal. 2018;3(7):e341-e350.

Future work is required to examine the potential of prescribing CBMPs as a means to reduce
the use of other pharmaceuticals, such as opioids.

Thank you for this reference. We have checked this paper against our inclusion criteria and
this paper has been excluded as it is not an RCT.

Thank you for this reference. We have checked this paper against our inclusion criteria and
this paper has been excluded as it is not an RCT.

Thank you for providing these references. We have checked these references and they have
been excluded as they are outside the scope of this guideline.
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Thank you for this reference. We have checked this paper against our inclusion criteria and
this paper has been excluded as it is not an RCT.
Aurora Guideline 4 3 Nausea Thank you for your comment. This guidance considered the highest quality research
Cannabis Inc available on CBMPs for intractable nausea and vomiting. The committee recommended the
We believe that future research will be needed in reference to CBMPs and the treatment of use of nabilone as an add-on treatment for adults with chemotherapy-induced nausea and
Nausea. While the evidence for CBMPs derived from cannabis plants in treating nausea is vomiting which persists with optimised conventional antiemetics. The committee also made
currently limited, it is an area of active research with some emerging positive findings. One research recommendations to improve the evidence base.
systematic review (n=>10,000 abstracts) found conclusive or substantial evidence of efficacy
for cannabis-based therapies in treating chemotherapy-induced nausea and vomiting.
Furthermore, Sativex® as an adjunct therapy, has been shown to provide symptomatic relief
of chemotherapy-induced nausea and vomiting in 71% of patients in comparison to 22% of
patients receiving the placebo. However, a different systematic review (n=79 randomly
controlled trials) found low-quality evidence of benefit for cannabinoid therapies in treating
nausea and vomiting due to chemotherapy. Thus, further investigation is required, and we
ask that NICE consider these additional publications in their review as well as any new
scientific publications as ongoing studies conclude and report their findings on the efficacy of
CBMPs derived from cannabis plants in treating nausea.
The results of these studies can be found here:
-Duran M, Pérez E, Abanades S, et al. Preliminary Efficacy and Safety of an Oromucosal Duran 2010 was reviewed in full and excluded as participants in the trial received different
Standardized Cannabis Extract in Chemotherapy-Induced Nausea and Vomiting. Br J Clin standard antiemetic therapies. Relevant articles from systematic reviews were assessed for
Pharmacol. 2010;70(5):656-663. inclusion. Consensus based guidance were not included in this review.
-United States of America’s National Academies of Sciences E and M. The Health Effects of
Cannabis and Cannabinoids : The Current State of Evidence and Recommendations for
Research.; 2017.
-Whiting PFP, Wolff RRFR, Deshpande S, et al. Cannabinoids for Medical Use A Systematic
Review and Meta-analysis. JAMA - J Am Med Assoc. 2015;313(24):2456-2473.
Aurora Guideline 4 11 Chronic Pain Thank you for your comment. You are correct that the data favours some types of medicinal

Cannabis Inc

The draft guidelines recommend to not offer nabilone, dronabinol, THC, CBD, or a
combination of THC and CBD to treat chronic pain. However, we would like to draw attention
to some of the current scientific evidence that shows CBMPs have been effective in treating
and managing chronic pain.

There is evidence from clinical studies that CBD and THC alone as well as in combination
may be effective in treating neuropathic and chronic pain. A systematic review (n=79)
encompassing randomized controlled trials found moderate-quality evidence of benefit for
CBMPs in treating chronic neuropathic pain and cancer pain, while a second systematic
review (n=>10,000 abstracts) found conclusive or substantial evidence of efficacy for CBMPs
in treating chronic pain. Furthermore, the most common medical condition for which patients
in the United States of America report using medical cannabis is chronic pain. Please see:

-United States of America’s National Academies of Sciences E and M. The Health Effects of
Cannabis and Cannabinoids: The Current State of Evidence and Recommendations for
Research.; 2017.

-Whiting PFP, Wolff RRFR, Deshpande S, et al. Cannabinoids for Medical Use A Systematic
Review and Meta-analysis. JAMA - J Am Med Assoc. 2015;313(24):2456-2473.

-Boehnke KF, Gangopadhyay S, Clauw DJ, et al. Qualifying Conditions of Medical Cannabis
License Holders in The United States. Health Aff (Millwood). 2019;38(2):295-302.

cannabis for managing chronic pain compared to placebo. However, although this reaches
statistical significance, the effect size is so small that individual people are unlikely to notice
any difference. For example, pain intensity is measured on a scale of 0 to 10, 0 being no pain
and 10 being maximum pain. In order for a person to notice any difference, analgesia should
reduce pain intensity by 2 or even 3 points. Most pain intensity effect sizes were either
statistically insignificant (oral delta-9-THC, oromucosal THC, vaporised THC (minimal CBD),
vaporised THC:CBD, vaporised CBD (minimal THC)), or they caused less than a 2 point pain
intensity drop (oromucosal CBD:THC) or the 95% confidence interval crossed the 2 point
pain intensity drop threshold (oral nabilone).

The cost of medicinal cannabis is around 6 times greater than the NHS would normally deem
an efficient use of resources.

Thank you for providing these references which we have checked against our review
protocols. These papers did not meet the inclusion criteria (as they are non-intervention
studies) and therefore have not been considered.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of
the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees
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Additionally, a recent analysis of patient intake data collected from 33 cannabis clinics in
Canada between April 2014 and June 2016 found that 66% of new patients were prescribed
medical cannabis products to treat chronic general pain or musculoskeletal pain. Please see:

Eurich DT, Hanlon JG, Boisvenue JJ, et al. A Description of the Medical Cannabis Use in
Ontario, Canada. Cannabis Cannabinoid Res. 2019;x(X):1-5.

Furthermore, as evidence begins to show efficacy for CBMPs in treating pain, it has been
suggested that CBMPs could be used as a replacement for opioids prescribed for pain
management, with preliminary evidence supporting this hypothesis. While this is quite early in
the assessment of CBMP’s role in opioid sparing, it is a promising area of research that is
currently being explored. Please see our response for comment #6 (harm reduction) for the
current scientific evidence surrounding CBMPSs’ potential in opioid sparing.

Clinical trials (both interventional and observational) examining CBMPs as a therapy for
treating pain report mostly positive effects on pain symptoms. These studies have utilized
different CBMPs and routes of administration and have examined the efficacy of CBMPs in
different pain conditions.

Inhaled cannabis (1-8% THC) significantly reduced neuropathic pain in HIV patients, where a
significantly greater number of patients achieved clinically meaningful pain relief.
Furthermore, pain patients using a Syge® Inhaler with 3.08 + 0.02 mg THC ina 15.1 £ 0.1
mg cannabis dose found a significant improvement in pain symptoms 20 minutes after
inhalation with pain returning around 90 minutes post-inhalation. Please see:

-Ellis RJ, Toperoff W, Vaida F, et al. Smoked Medicinal Cannabis for Neuropathic pain in HIV:
A Randomized, Crossover Clinical Trial. Neuropsychopharmacology. 2009;34(3):672-680.
-Abrams DI, Jay CA, Shade SB, et al. Cannabis in Painful HIV-associated Sensory
Neuropathy: A Randomized Placebo-controlled Trial. Neurology. 2007;68(7):515-521.
-Eisenberg E, Ogintz M, Aimog S. The Pharmacokinetics, Efficacy, Safety, and Ease of Use
of a Novel Portable Metered-Dose Cannabis Inhaler in Patients With Chronic Neuropathic
Pain: A Phase 1a Study. J Pain Palliat Care Pharmacother. 2014;28(3):216-225.

CanniMed by Aurora® has also provided cannabis for two pain-related clinical trials: a chronic
non-cancer pain trial (median daily dose of 2.5 g/day of 12.5% THC; administered orally
and/or inhaled based on patient preference) and a chronic neuropathic pain trial (25 mg of
9.4% THC; inhaled). Both of these trials have shown that cannabis use significantly improves
pain symptoms, sleep, and overall quality of life in patients suffering from chronic pain. In the
chronic, non-cancer pain trial, cannabis treatment also significantly reduced the sensory
components of pain (tension-anxiety and depression-dejection). Please see:

-Ware MA, Wang T, Shapiro S, et al. Cannabis for the Management of Pain: Assessment of
Safety Study (COMPASS). J Pain. 2015;16(12):1233-1242.

-Ware MA, Wang T, Shapiro S, et al. Smoked Cannabis for Chronic Neuropathic Pain: A
Randomized Controlled Trial. CMAJ. 2010;182(14):E694-701.

Real world data from chronic pain patients (n=800) who used Sativex® for 12 weeks found
that Sativex® (7.1 £ 1.4 sprays per day by week 9) provided significant pain intensity relief for
patients suffering from neuropathic chronic pain and mixed pain. However, it was not effective
and/or worsened pain symptoms in patients with nociceptive pain. Additionally, 76.1% of
neuropathic pain patients, 24.1% of mixed pain and 1.9% of nociceptive pain patients
reported their lives were much better or very much better. Interestingly, no statistically
important correlation was determined between the number of sprays and treatment response.
Thus, Sativex® appears to be significantly less effective at relieving the symptoms of
nociceptive pain than neuropathic and/or mixed pain. This data indicates Sativex® can be

Thank you for providing these references. These studies investigated smoked medicinal
cannabis and HIV which are outside of the scope for this guideline.

Thank you for providing these references which we have checked against our review
protocols. These papers did not meet the inclusion criteria (as they were smoked cannabis
trials) and therefore are beyond the scope of the guideline.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of
the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees
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efficacious in treating certain types of chronic pain, specifically, chronic neuropathic pain. As
scientific evidence was collected up until December 2018 for the drafting of the guidelines,
Ueberall et al would not haven initially been included in the review of the literature.
Furthermore, Health Canada has approved Sativex® as an adjunct therapy to treat pain in
adult patients with advanced cancer who experience moderate to severe pain during the
highest tolerated dose of strong opioids, as well as an adjunct therapy to treat spasticity and
neuropathic pain in adult patients suffering from multiple sclerosis.

Thus, we recommend that NICE further explore the scientific evidence surrounding CBMPs in
treating pain and consider changing their recommendations before publishing these
guidelines. It is worth noting that there are different types of chronic pain, and CBMPs have
been shown to be more effective for neuropathic pain than nociceptive pain (as noted above).
Because neuropathic pain has limited effective treatment options, CBMPs may be efficacious
in the management of this type of chronic pain.

Please see:

-Ueberall MA, Essner U, Mueller-Schwefe GH. Effectiveness and Tolerability of THC:CBD
Oromucosal Spray as add-on Measure in Patients with Severe Chronic Pain: Analysis of 12-
week Open-label Real-world Data Provided by the German Pain e-Registry. J Pain Res.
2019;12:1577-1604.

- Rog D, Nurmikko T, Young C. Oromucosal A9-tetrahydrocannabinol/Cannabidiol for
Neuropathic Pain Associated with Multiple Sclerosis: An Uncontrolled, Open-label, 2-year
Extension Trial. Clin Ther. 2007;29(9):2068-2079.

- Fact sheet - Sativex (Tetranabinex and Nabidiolex) - Canada.ca. Found here:
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-
products/notice-compliance/conditions/fact-sheet-sativex.html

Thank you for providing these references. We have considered these:

Ueberall et al (2019) doesn’t meet our protocol inclusion criteria as it is not an RCT but a
retrospective cohort study of patients. The study also does not include a comparison with a
placebo.

Rog et al 2005 was included and considered in evidence review B however Rog et al 2007
was excluded as placebo was not the comparator.

Aurora
Cannabis Inc

Guideline

Spasticity

The draft guidelines recommend not offering THC:CBD spray (Sativex®) to treat spasticity in
individuals with multiple sclerosis (MS), as it is not effective at its list price. Furthermore, the
only time that any CBMPs are recommended are if they are part of a clinical trial. We believe
there is a moderate amount of strong evidence related to CBMPS’ positive effect on spasticity
that is in contrast to these recommendations.

Sativex® and Multiple Sclerosis

MS is a central nervous system autoimmune disease that leads to symptoms such as
spasticity, weakness, pain, fatigue, lack of coordination, cognitive impairment and altered
mood. There is currently no cure for MS, although there are treatment options to mitigate
disease symptoms. There is evidence Sativex® may be efficacious in treating several MS-
related symptoms.

After publication of the consultation draft of the guideline, the manufacturer reduced the list
price of THC:CBD spray, and this had an important impact on our assessment of its cost
effectiveness. In light of stakeholder comments, the committee also reviewed their estimates
of likely resource use associated with spasticity symptoms. The committee are now able to
make a more positive recommendation.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of

the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees
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Sativex® has shown efficacy in reducing spasticity, pain, and sleep disturbances in patients
with MS. In a systematic review of >10,000 abstracts it was reported that there was found to
be conclusive or substantial evidence of efficacy for CBMPs in relieving patient-reported MS
spasticity symptoms, though only limited evidence for reducing clinician-measured MS
spasticity symptoms. Additionally, a systematic review encompassing 79 randomized
controlled trials found moderate-quality evidence of benefit for CBMPs in treating MS
spasticity symptoms. Please see:

-Rog D, Nurmikko T, Young C. Oromucosal A9-tetrahydrocannabinol/Cannabidiol for
Neuropathic Pain Associated with Multiple Sclerosis: An Uncontrolled, Open-label, 2-year
Extension Trial. Clin Ther. 2007;29(9):2068-2079.

- Wade DT, Collin C, Stott C, et al. Meta-analysis of the Efficacy and Safety of Sativex
(nabiximols), on Spasticity in People with Multiple Sclerosis. Mult Scler. 2010;16(6):707-714.
- Markova J, Essner U, Akmaz B, et al. Sativex® as Add-on Therapy Vs. Further Optimized
First-line Antispastics (SAVANT) in Resistant Multiple Sclerosis Spasticity: A Double-blind,
Placebo-controlled Randomised Clinical Trial. Int J Neurosci. May 2018:1-28.

-Rog DJ, Nurmikko TJ, Friede T, et al. Randomized, Controlled Trial of Cannabis-based
Medicine in Central Pain in Multiple Sclerosis. Neurology. 2005;65(6):812-819.

-Wade DT, Makela P, Robson P, et al. Do Cannabis-based Medicinal Extracts have General
or Specific Effects on Symptoms in Multiple Sclerosis? A Double-blind, Randomized,
Placebo-controlled Study on 160 Patients. Mult Scler J. 2004;10(4):434-441.

-United States of America’s National Academies of Sciences E and M. The Health Effects of
Cannabis and Cannabinoids : The Current State of Evidence and Recommendations for
Research.; 2017.

- Whiting PFP, Wolff RRFR, Deshpande S, et al. Cannabinoids for Medical Use A Systematic
Review and Meta-analysis. JAMA - J Am Med Assoc. 2015;313(24):2456-2473.

Sativex® is currently available in 25 countries around the world (including Canada, New
Zealand, Australia, many EU countries and the UK) as an adjunct therapy to treat spasticity
and neuropathic pain in adult patients with MS and/or chronic pain. The draft NICE guidelines
would conflict with the current approval of Sativex® in the UK for use in treating severe
spasticity unresponsive to other anti-spasticity medications in patients with MS. We
recommend NICE alter their recommended guidelines prior to publishing to allow for the use
of CBMPs, such as Sativex®, as adjunct therapies in patients with MS who have failed to
respond to other anti-spasticity medications. If the guidelines are not willing to recommend
Sativex® based solely on its cost effectiveness at list price, other CBMPs should be
considered, as their costs vary from Sativex®. Further exploration is also needed to
determine how patients receive fair access to CBMPs for reasonable prices (or subsidized
prices) for medical conditions where there is sufficient evidence.

Aurora
Cannabis Inc

Guideline

10

CBMPs and Epilepsy

Epilepsy is one of the most common neurological conditions worldwide and can affect all
ages. It is a chronic condition that is characterized by recurrent seizures involving involuntary
movement of either parts or the entire body and possibly induces loss of consciousness and
control of bowel or bladder function. People with epilepsy are 3-fold more likely to die
prematurely than the general population. Paediatric patients suffering from prolonged
seizures are at risk for lifelong developmental and intellectual delays. Please see:

Lattanzi S, Brigo F, Trinka E, et al. Efficacy and Safety of Cannabidiol in Epilepsy: A
Systematic Review and Meta-Analysis. Drugs. 2018;78(17):1791-1804.

In particular, there have been approximately 20 publications from interventional and
observational clinical studies, as well as post-trial open label expanded access programs in
patients with severe, treatment-resistant epilepsy (eg, Dravet Syndrome and Lennox-Gastaut

Thank you for your comments. In relation to the studies on Lennox-Gastaut and Dravet
syndrome, we were unable to make recommendations on the use of epidiolex for these
conditions because they were under review by our technology appraisals committee and as
such were out of scope of this guideline. Publication of the technology appraisal guidance is
expected in December 2019. The only evidence found for the use of CBMP in the treatment
of these conditions was on epidiolex.

We included evidence from a number of observational studies within our review but the
committee were concerned that these were low quality studies which did not include any
control groups. The committee appreciated that some people have shown benefits from the
use of cannabis-based medicinal products and so they did not make a recommendation
against their use. However, they did not feel that current evidence was sufficient to
confidently recommend their use either. Although the committee did not make a
recommendation for the use of cannabis-based medicinal products they did make research
recommendations to investigate the effectiveness of CBD and of CBD:THC for the treatment

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of
the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees
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Syndrome), investigating the effect of CBD in reducing seizure frequency and severity. In all,
these clinical trials have shown CBD to have potential therapeutic benefits for the treatment
of severe epilepsy with tolerable side effect profiles (most commonly, adverse events were
rated as mild-moderate). These studies and their results are in direct opposition to the
guidelines excluding CBD for the treatment of severe treatment-resistant epilepsy. We
believe NICE should not limit the evidence reviewed strictly to the population of the UK, as
the evidence found in other populations can help inform NICE’s decisions related to these
guidelines. Please see:

- Devinsky O, Marsh E, Friedman D, et al. Cannabidiol in Patients with Treatment-resistant
Epilepsy: An Open-label Interventional Trial. Lancet Neurol. 2016;15(3):270-278.

-Geffrey AL, Pollack SF, Bruno PL, et al. Drug-drug Interaction Between Clobazam and
Cannabidiol in Children with Refractory Epilepsy. Epilepsia. 2015;56(8):1246-1251.

-Sands TTT, Rahdari S, Oldham MSS, et al. Long-Term Safety, Tolerability, and Efficacy of
Cannabidiol in Children with Refractory Epilepsy: Results from an Expanded Access Program
in the US. CNS Drugs. 2019;33(1):47-60.

-Lattanzi S, Brigo F, Trinka E, et al. Efficacy and Safety of Cannabidiol in Epilepsy: A
Systematic Review and Meta-Analysis. Drugs. 2018;78(17):1791-1804.

-Szaflarski JP, Bebin EM, Comi AM, et al. Long-term Safety and Treatment Effects of
Cannabidiol in Children and Adults with Treatment-Resistant Epilepsies: Expanded Access
Program Results. Epilepsia. 2018;59(8):1540-1548.

-Szaflarski JP, Bebin EM, Cutter G, et al. Cannabidiol Improves Frequency and Severity of
Seizures and Reduces Adverse Events in an Open-label Add-on Prospective Study. Epilepsy
Behav. 2018;87:131-136.

-Laux LC, Bebin EM, Checketts D, et al. Long-term Safety and Efficacy of Cannabidiol in
Children and Adults with Treatment-resistant Lennox-Gastaut Syndrome or Dravet
Syndrome: Expanded Access Program Results. Epilepsy Res. 2019;154:13-20.

-Szaflarski JP, Hernando K, Bebin EM, et al. Higher Cannabidiol Plasma Levels are
Associated with Better Seizure Response Following Treatment with a Pharmaceutical Grade
Cannabidiol. Epilepsy Behav. 2019;95:131-136.

-Huntsman RJ, Tang-Wai R, Alcorn J, et al. Dosage Related Efficacy and Tolerability of
Cannabidiol in Children with Treatment-Resistant Epileptic Encephalopathy: Preliminary
Results of the CARE-E Study. Front Neurol. 2019;10:716.

- Pietrafusa N, Ferretti A, Trivisano M, et al. Purified Cannabidiol for Treatment of Refractory
Epilepsies in Pediatric Patients with Developmental and Epileptic Encephalopathy. Pediatr
Drugs. 2019;(0123456789).

- Devinsky O, Patel AD, Cross JH, et al. Effect of Cannabidiol on Drop Seizures in the
Lennox—Gastaut Syndrome. N Engl J Med. 2018;378(20):1888-1897.

-McCoy B, Wang L, Zak M, et al. A Prospective Open-label Trial of a CBD/THC Cannabis Oil
in Dravet Syndrome. Ann Clin Transl Neurol. 2018;5(9):1077-1088.

-Devinsky O, Nabbout R, Miller |, et al. Long-term Cannabidiol Treatment in Patients with
Dravet Syndrome: An Open-label Extension Trial. Epilepsia. 2019;60(2):294-302.

-Thiele E, Marsh E, Beldzinska-Mazurkiewicz M, et al. Cannabidiol in Patients with Lennox-
Gastaut Syndrome: Interim Analysis of an Open-Label Extension Study. Epilepsia.
2019;60(3):419-428.

-Gaston TE, Szaflarski M, Hansen B, et al. Quality of Life in Adults Enrolled in an Open-label
Study of Cannabidiol (CBD) for Treatment-resistant Epilepsy. Epilepsy Behav. 2019;95:10-
17.

-Gaston TE, Bebin EM, Cutter GR, et al. Interactions Between Cannabidiol and Commonly
Used Antiepileptic Drugs. Epilepsia. 2017;58(9):1586-1592.

-Martin RC, Gaston TE, Thompson M, et al. Cognitive Functioning Following Long-term
Cannabidiol Use in Adults with Treatment-resistant Epilepsy. Epilepsy Behav. 2019;97:105-
110.

of epilepsy. These research recommendations are aimed at improving the quality of evidence
so that future committees will be able to make more evidence-based decisions on the use of
cannabis-based medicinal products.

Thank you for providing these references. We have checked these against our protocol
inclusion criteria:

Devinsky et al 2016 — was included in the review in appendix K, single arm observational
studies

Geffrey et al 2015 — was excluded as the trial studies drug-druginteractions
Sands et al 2019 - was included in the review in appendix K, single arm observational studies

Lattanzi et al (2018 — was a review article and therefore was not included. The bibliography
was reviewed for possible includes

Szaflarski et al 2018 - was included in the review in appendix K, single arm observational
studies

Laux et al 2019 - was published in March 2019 and our evidence review literature searches
were carried out in December 2018 — January 2019. This paper will be considered in any
future update of this guideline.

Szaflarski et al 2019 - was published in June 2019 and our evidence review literature
searches were carried out in December 2018 — January 2019. This paper will be considered
in any future update of this guideline

Huntsman et al 2019 - was published in July 2019 and our evidence review literature
searches were carried out in December 2018 — January 2019. This paper will be considered
in any future update of this guideline

Pietrafusa et al - was published in August 2019 and our evidence review literature searches
were carried out in December 2018 — January 2019. This paper will be considered in any
future update of this guideline

Devinsky et al 2018 — was included in the evidence review

McCoy et al 2018 - was included in the review in appendix K, single arm observational
studies

Devinsky et al 2019 — was published in February 2019 and our evidence review literature
searches were carried out in December 2018 — January 2019. This paper will be considered
in any future update of this guideline

Thiele et al 2019 - was published in March 2019 and our evidence review literature searches
were carried out in December 2018 — January 2019. This paper will be considered in any
future update of this guideline

Gaston et al 2019 - was published in June 2019 and our evidence review literature searches
were carried out in December 2018 — January 2019. This paper will be considered in any
future update of this guideline

Gaston et al 2017 — was excluded as the paper examined drug interactions
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Anti-epileptic Effects of CBD

CBD has been shown to have potent anti-epileptic effects in clinical trials in patients with
severe, treatment resistant epilepsy, such as Dravet and Lennox-Gastaut syndromes.
Furthermore, CBD has been shown to have a tolerable side effect profile in these clinical
trials, with the most common adverse events rated as mild-moderate in severity.

In a clinical trial in participants suffering from various epileptic syndromes, an average CBD
dose of 11.4 mg/kg a day from a cannabis oil (20:1 CBD:THC) for three months found that
4% of participants became seizure free, 22% of participants experienced a reduction in
seizure frequency by 50-75%, and 30% of participants experienced a reduction in seizure
frequency by 85-99%, while 43.5% of participants experienced a reduced seizure frequency
of <50%. No difference in efficacy of CBD between the different epileptic etiologies was
reported, indicating CBD could be an add on anti-epileptic therapy for all types of treatment
resistant epilepsies. Supporting this conclusion, in a longer clinical trial of treatment resistant
epileptic patients, a median dose of 25 mg/kg CBD a day led to a median monthly convulsive
seizure reduction of 51% and a total seizure reduction of 48% by week 12, with this reduction
holding steady for up to 96 weeks (median treatment period was 48 weeks). 25 or 50 mg/kg
CBD for 12 weeks was also found to reduce 1/3 of motor and overall seizures in treatment
resistant epilepsy patients. In an open label expanded access program utilizing Epidiolex®
(maximum dose was 50 mg/kg/day) in treatment resistant epilepsy patients, seizure
frequency and severity was significantly decreased independently of other anti-epileptics,
such as clobazam, rufinamide, topiramate, zonisamide and eslicarbazepine, which the
authors concluded indicated no drug-CBD interactions altered the treatment effects in this
cohort. However, blood plasma levels of drugs were not collected, and it was noted that
clobazam doses were decreased throughout the study period. Importantly, this reduction in
seizure frequency and severity remained consistent for 48 weeks. Cognitive function was also
examined in a portion of the patients enrolled in this open label expanded access program via
assessing cognitive function at baseline and at a 1-year mark. Martin et al found no
significant changes in cognitive function nor any correlation between cognitive function and
CBD dosage or between cognitive function and seizure severity after 1 year of Epidiolex®
use. Please see:

-Hausman-Kedem M, Menascu S, Kramer U. Efficacy of CBD-enriched Medical Cannabis for
Treatment of Refractory Epilepsy in Children and Adolescents - An Observational,
Longitudinal Study. Brain Dev. 2018;40(7):544-551.

- Szaflarski JP, Bebin EM, Comi AM, et al. Long-term Safety and Treatment Effects of
Cannabidiol in Children and Adults with Treatment-Resistant Epilepsies: Expanded Access
Program Results. Epilepsia. 2018;59(8):1540-1548.

- Devinsky O, Marsh E, Friedman D, et al. Cannabidiol in Patients with Treatment-resistant
Epilepsy: an Open-label Interventional Trial. Lancet Neurol. 2016;15(3):270-278.

- Gaston TE, Bebin EM, Cutter GR, et al. Drug—drug Interactions with Cannabidiol (CBD)
Appear to Have no Effect on Treatment Response in an Open-label Expanded Access
Program. Epilepsy Behav. 2019;98(Pt A):201-206.

- Martin RC, Gaston TE, Thompson M, et al. Cognitive Functioning Following Long-term
Cannabidiol Use in Adults with Treatment-resistant Epilepsy. Epilepsy Behav. 2019;97:105-
110.

In Lennox-Gastaut Syndrome patients over 12-14-week trials, 10 and 20 mg/kg CBD has
been found efficacious in reducing drop seizures by about 40%, and overall seizures by 35-
50%. Please see:

- Devinsky O, Marsh E, Friedman D, et al. Cannabidiol in Patients with Treatment-resistant
Epilepsy: An Open-label Interventional Trial. Lancet Neurol. 2016;15(3):270-278.

Martin et al 2019 - was published in August 2019 and our evidence review literature searches
were carried out in December 2018 — January 2019. This paper will be considered in any
future update of this guideline

Hausman-Kedem et al 2018 - was included in the review in appendix K, single arm
observational studies
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- Devinsky O, Patel AD, Cross JH, et al. Effect of Cannabidiol on Drop Seizures in the
Lennox—Gastaut Syndrome. N Engl J Med. 2018;378(20):1888-1897

- Thiele EA, Marsh ED, French JA, et al. Cannabidiol in Patients with Seizures Associated
with Lennox-Gastaut Syndrome (GWPCARE4): A Randomised, Double-blind, Placebo-
controlled Phase 3 Trial. Lancet (London, England). 2018;391(10125):1085-1096.

In refractory epileptic patients, CBD as an add on treatment with clobazam reduced seizures
more than 50% in 9/13 patients. Interestingly, 10/13 patients were able to reduce their dose
of clobazam while still experiencing a 50% reduction in seizures. In another trial examining
CBD in refractory epileptic patients, patients who achieved greater than 50% reduction in
seizures ranged between 9-15/26 patients over the first 2 years (mean duration of CBD use
was 21 months, ranging from 4-53 months) and stabilized at 7/26 patients at 36 months until
the end of the trial. Please see:

-Geffrey AL, Pollack SF, Bruno PL, et al. Drug-drug Interaction Between Clobazam and
Cannabidiol in Children with Refractory Epilepsy. Epilepsia. 2015;56(8):1246-1251.

- Sands TT, Rahdari S, Oldham MS, et al. Long-Term Safety, Tolerability, and Efficacy of
Cannabidiol in Children with Refractory Epilepsy: Results from an Expanded Access Program
in the US. CNS Drugs. 2019;33(1):47-60.

In 7 pediatric patients with either Lennox-Gastaut or Dravet Syndrome, CanniMed 1:20 (a
product produced at an Aurora Cannabis facility) at a 5-6 mg/kg/day CBD equivalent dose
reduced daily seizure frequency >25% in 6 patients, with 4 of these patients experiencing a
>50% reduction. At a 10-12 mg/kg/day CBD equivalent dose, CanniMed 1:20 caused a 74%
reduction in mean seizure frequency with 3 patients becoming seizure free. Furthermore, 1
patient was seizure free at the 8-9 mg/kg/day CBD equivalent dose. All patients showed
improvements in their QOLCE-55 scores, especially in the cognitive, social and emotional
function subscales. EEG encephalopathy rating scales increased by 1 point for 5/7 patients,
with 1 patient having an increase by 2 points and the final 7th patient showing no
improvement as they had had normal ratings at baseline. Patients were weaned off
CanniMed 1:20 in the last month of the trial and their reduction in seizure frequency remained
consistent, with 3 having continuous improvement, though no other changes to their
medications occurred. QOLCE-55 scores did decrease during the weaning period however,
they remained greater than baseline. Please see:

- Huntsman RJ, Tang-Wai R, Alcorn J, et al. Dosage Related Efficacy and Tolerability of
Cannabidiol in Children with Treatment-Resistant Epileptic Encephalopathy: Preliminary
Results of the CARE-E Study. Front Neurol. 2019;10:716.

Two recently published interim reports from extension-open label trials of Epidiolex in Dravet
and Lennox-Gastaut syndrome patients show consistent dosage, efficacy and adverse event
profiles when compared to their parent studies over the first 48 weeks of these trials.
Dosages between the two extension trials were also comparable, with mean dosages of
approximately 22 mg/kg. For the extension trial in Dravet syndrome patients, the reduction in
convulsive seizure frequency ranged from 38-44% while total seizure frequency decrease
ranged from 39-51%. These values were similar to the ones reported from the ongoing
extension trial in Lennox-Gastaut syndrome patients with total drop seizure frequency
decrease ranging from 48-60% and total seizure frequency reduction ranging from 48-57%.
Please see:

-Devinsky O, Nabbout R, Miller I, et al. Long-term Cannabidiol Treatment in Patients with
Dravet Syndrome: An Open-label Extension Trial. Epilepsia. 2019;60(2):294-302.

-Thiele E, Marsh E, Beldzinska-Mazurkiewicz M, et al. Cannabidiol in Patients with Lennox-
Gastaut Syndrome: Interim Analysis of an Open-Label Extension Study. Epilepsia.
2019;60(3):419-428.
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In June 2018, Epidiolex (CBD) was approved by the FDA for use in Lennox-Gastaut and
Dravet Syndrome patients greater than 2 years old. On 25 July 2019, the Committee for
Medicinal Products for Human Use (CHMP) adopted a positive opinion, recommending the
granting of a marketing authorisation for the medicinal product Epidyolex (CBD), intended for
the treatment of seizures associated with Lennox-Gastaut syndrome or Dravet syndrome.
These developments further show that a growing number of regulatory agencies are
comfortable approving CBD for use in treatment-resistant epilepsy. By failing to acknowledge
evidence deemed credible by a growing number of international governing bodies, the
evidence base contained in the NICE guidelines is insufficient to provide a recommendation
on treatment-resistant epilepsy based on the most up to date scientific knowledge. It is
recommended that NICE acknowledges the evidence provided in these comments, and
revisits evidence outside of that collected for this draft (ie, evidence reported in peer-reviewed
literature between December 2018 to present, along with CBMP status granted by other
regulatory agencies), before publishing these guidelines. Please see:

-Commissioner O of the. Press Announcements - FDA Approves First Drug Comprised of an
Active Ingredient Derived from Marijuana to Treat Rare, Severe Forms of Epilepsy.

Aurora
Cannabis Inc

Guideline

Prescribing Medical Cannabis

The proposed model asserts that only specialists in those conditions for which CBMPs may
have efficacy would have the ability to prescribe CBMPs. This may create problems for those
patients who may benefit from CBMPs by impeding their access due to the limited number of
proposed prescribers. These problems will only become more prevalent as patients’ and
physicians’ demand for these products increase.

Thank you for your comment.

The recommendation about who should prescribe is set out in UK legislation, The Misuse of
Drugs (Amendments) (Cannabis and Licence Fees) (England, Wales and Scotland)
Regulations 2018, regulation 16A.

Aurora
Cannabis Inc

Guideline

Who Should Prescribe Medical Cannabis?

Whether a general practitioner/family doctor or a specialist is responsible for determining a
patient’s suitability for a trial on CBMPs, that doctor must be familiar with the emerging
medical cannabis scientific evidence and understand the nuances of utilizing CBMPs as
medical therapies. General practitioners/family doctors and specialists may be responsible for
the healthcare of a patient using CBMPs, ensuring access to a qualified physician is not a
barrier for a patient who could benefit from CBMPs.

For instance, in Canada, medical cannabis clinics with general practitioners/family doctors
who have expertise in prescribing medical cannabis/CBMPs provide the wider physician
community with a place to refer their patients who are interested in using medical
cannabis/CBMPs. After the referred patient is assessed in the medical cannabis clinic, the
clinic doctor sends a consultation report back to the referring doctor detailing the following: i)
if CBPMs were prescribed, ii) the format, iii) the dose, and iv) the patient follow-up plan.

The system utilized in Canada has allowed Canadian patients reasonable access to CBMPs,
with over 3500 doctors prescribing CBMPs between April 2018 and March 2019 (per Health
Canada’s latest annual report). With a significant amount of evidence showing the safety of
CBMPs and their efficacy in specific medical conditions, Canadian physicians work within a
medical regime that allows Canadian citizens the ability to safely use CBMPs.

It is recommended that NICE evaluate the work done by Health Canada when reviewing
these guidelines. Please see:

-Government of Canada - Market Data Under the Access to Cannabis for Medical Purposes
Regulations. Found here: https://www.canada.ca/en/health-canada/services/drugs-
medication/cannabis/licensed-producers/market-data.html

-Health Canada - Information for Health Care Professionals: Cannabis (marihuana,
marijuana) and the Cannabinoids. Found here: https://www.canada.ca/en/health-

Thank you for your comment. The NICE guideline considered and included international
guidelines as part of the evidence review.

This included the Canadian guideline. However, the recommendation about who should
prescribe is set out in UK legislation, The Misuse of Drugs (Amendments) (Cannabis and
Licence Fees) (England, Wales and Scotland) Regulations 2018, regulation 16A which differs
from that in Canada.
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canada/services/drugs-medication/cannabis/information-medical-practitioners/information-
health-care-professionals-cannabis-cannabinoids.html

Aurora
Cannabis Inc

Guideline

General

General

Aurora Cannabis Enterprises Inc. has welcomed the opportunity to be part of the NICE
consultation on cannabis-based medicinal products (CBMPs), which we hope will be an
important step towards the integration of medical cannabis to routine healthcare practice in
the UK.

Aurora currently manufactures cannabis products that are sold to medical patients both in
Canada as well as other countries where there are medical cannabis regulations in place,
such as in Europe and Australia. Aurora also has several ongoing clinical trials where our
cannabis products are being investigated for the treatment of medical conditions such as
epilepsy and pain management in cancer. For Aurora’s clinical trials conducted in Canada,
the applications are reviewed and approved by Health Canada. We have observed first-hand
how our cannabis products have made a positive impact on medical patients in Canada and
worldwide.

The draft guidance published on 8 August 2019 omits certain aspects from consideration, (in
particular, a significant portion of the 2019 scientific literature has not been included) that
could have a bearing on the final shape of NICE’s guidance.

Most importantly, we feel strongly that significant scientific evidence is already in place for
NICE to make a positive recommendation for the use of CBMPs for some medical conditions,
such as epilepsy. A suspended recommendation will only delay the provision of beneficial
and, in some cases lifesaving, medical care for UK patients.

Thank you for your comments.
Specific comments have been addressed separately.

Aurora
Cannabis Inc

Guideline

General

General

Cannabis Related Research

There are ongoing discussions amongst researchers, healthcare practitioners, patients, policy
makers and regulatory bodies, etc. about the types and amount of scientific data that are
required in the CBMP space.

As such, research related to CBMPs (especially unlicensed cannabis products) may not be
approached the same as research related to traditional single active ingredient
pharmaceuticals, particularly around cohort size, patient-reported outcomes and real-world
evidence. We advise that further guidelines are drafted with this in mind, and that evidence
requirements for certain CBMPs are defined.

Thank you for your comment. The committee considered the clinical and cost effectiveness of
licensed and unlicensed CBMPs, however recommendations were not made for unlicensed
CBMPs due to a lack of evidence for these products.

The review protocols did allow for consideration of observational studies when there were
insufficient RCTs

Recommendations for further research outline the use of RCTs as they remain the gold
standard study design for evaluating clinical effectiveness.

Aurora
Cannabis Inc

Guideline

General

General

Synthetic Cannabinoids versus Phytocannabinoids

Throughout the draft guidelines synthetic cannabinoids (dronabinol and nabilone) and
phytocannabinoids (cannabis plant-derived products) are placed in the same category of
CBMPs. Both nabilone and dronabinol are laboratory synthesized chemicals, created to have
similar actions to THC derived from the cannabis plant. Phytocannabinoid extracts likely have
different characteristics when compared to synthetic cannabinoids. As such, the potential
differences in efficacy, potency and adverse events of synthetic cannabinoids in comparison
to phytocannabinoids should be addressed in the final guidelines. In addition, further
definitions of other United States Food and Drug Adminstration (FDA)-approved CBMPs,
such as Sativex® [a GW Pharmaceutical product that contains equal concentrations of
tetranabinex® (27 mg/mL THC extract) and nabidiolex® (25 mg/mL CBD extract], residual
cannabinoids (5%) and other extracted compounds, such as terpenes and flavonoids) and
Epidiolex® (GW Pharmaceutical’s 100 mg/ml CBD oral solution), should also be included.

To date, and to our knowledge, direct comparison of the efficacy and safety of synthetic
cannabinoids to phytocannabinoids extracted from cannabis has yet to be scientifically
investigated. In November 2018, the WHO Expert Committee on Drug Dependence (ECDD)
reviewed its position on cannabis and cannabis-related substances and recommended that
cannabis and cannabis resins (i.e. phytocannabinoids) be deleted from Schedule IV while

Thank you for providing this information. This guideline is underpinned by legislation in terms
of which cannabis based medicinal products can be considered. Therefore we only
considered the following:

. cannabis-based medicinal products as defined by the UK Government in November
2018

. the licensed products nabiximols (Sativex) and nabilone.

. plant-derived cannabinoids such as pure cannabidiol.

. synthetic compounds which are identical in structure to naturally occurring

cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.

Regarding the comparison of synthetics vs. phytocannabinoids, we could not find any
evidence where these were compared. The guideline considered all types of CBMPs. If
comparative data was available then the committee would have considered this.
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continuing to be included as a Schedule | of the 1961 Single Convention on Narcotic Drugs.
The committee did not feel cannabis and cannabis resin were associated with the same level
of danger (such as a risk of death) as heroin, fentanyl and other opioids and as such
recommended removing cannabis and cannabis resin from Schedule IV. While cannabis and
cannabis resins were descheduled, the expert committee also recommended that the
classification of dronabinol, a synthetic molecule mimicking the phytocannabinoid A°-THC, as
well as its stereoisomers, be moved from a Schedule Il under the 1971 Convention on
Psychotropic Substances to a Schedule | designation under the 1961 Single Convention on
Narcotic Drugs. This recommendation moves dronabinol and its stereoisomers from the
second most severe scheduling for a psychotropic substance to the least severe scheduling
for a narcotic drug.

From the Critical Review report compiled by the WHO on CBD, the following conclusions
were made:

. There are no known case reports of abuse or dependence relating to the use of pure
CBD at this time

. There are no published statistics on non-medical use of pure CBD at this time

. There are reports of unsanctioned medical use of CBD-based products to treat

disease conditions and/or symptoms such as epilepsy, cancer, AIDS/HIV, anxiety, arthritis,
pain, post-traumatic stress disorder (PTSD)

. CBD is currently being used in skin and beauty products like shampoos and cream

. There are no public health problems that have been associated with the use of pure
CBD at this time

. CBD is generally well tolerated with a good safety profile

. The CBD reported adverse events may be a result of drug-drug interactions between

CBD and other medications

In general, the changes in scheduling indicate a shift in understanding of the effects and
safety risk of cannabis and CBMPs as more scientific evidence is generated showing
tolerable safety profiles and efficacy in different medical conditions. It also highlights the
importance in differentiating between the phytocannabinoids (i.e. CBD versus A®-THC) in
terms of physiological effects and safety profiles. It is recommended that NICE take into
consideration these changes to cannabis and CBMP scheduling by the WHO and further
explore and clarify the differences between synthetic cannabinoids and phytocannabinoids,
as well as between different phytocannabinoids before publishing final guidelines.

In general, clinical trials investigating CBMPs derived from cannabis plants have reported
tolerable safety profiles with primarily mild to moderate severity of adverse events. For
instance, the most common adverse events reported for CBD extract therapies have been
somnolence, diarrhoea and vomiting, and dizziness.

Please see the representative studies below:

-Sands TTT, Rahdari S, Oldham MSS, et al. Long-Term Safety, Tolerability, and Efficacy of
Cannabidiol in Children with Refractory Epilepsy: Results from an Expanded Access Program
in the US. CNS Drugs. 2019;33(1):47-60.

- Lattanzi S, Brigo F, Trinka E, et al. Efficacy and Safety of Cannabidiol in Epilepsy: A
Systematic Review and Meta-Analysis. Drugs. 2018;78(17):1791-1804.

- Szaflarski JP, Bebin EM, Comi AM, et al. Long-term Safety and Treatment Effects of
Cannabidiol in Children and Adults With Treatment-Resistant Epilepsies: Expanded Access
Program Results. Epilepsia. 2018;59(8):1540-1548.

-World Health Organization: Expert Committee on Drug Dependence. CANNABIDIOL (CBD)
Critical Review Report Expert Committee on Drug Dependence Fortieth Meeting. Cannabidiol
Crit Rev Rep. 2018;(June):4-7.

WHO. Annex 1-Extract from the Report of the 41 St Expert Committee on Drug Dependence:
Cannabis and Cannabis-Related Substances.

Thank you for providing these references which we have checked against our review
protocols.

Sands et al (2019), Szaflarski et al (2018), and Devinsky et al (2016) are included in evidence
review D.

Lattanzi et al (2018) was considered but excluded from evidence review D as it was a review
article, however the bibliography was reviewed for possible includes.

The WHO report, Geffrey et al (2015), Laux et al (2019), Schleider et al (2019) and Hoggart
et al (2015) were also considered but did not meet our protocol inclusion criteria and were
therefore excluded. The reasons for exclusion are outlined as an appendix in the evidence
reviews.
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- Devinsky O, Marsh E, Friedman D, et al. Cannabidiol In Patients With Treatment-resistant
Epilepsy: An Open-label Interventional Trial. Lancet Neurol. 2016;15(3):270-278.

- Geffrey AL, Pollack SF, Bruno PL, et al. Drug-drug Interaction Between Clobazam and
Cannabidiol in Children with Refractory Epilepsy. Epilepsia. 2015;56(8):1246-1251.

- Szaflarski JP, Bebin EM, Cutter G, et al. Cannabidiol Improves Frequency and Severity of
Seizures and Reduces Adverse Events in an Open-label Add-on Prospective Study. Epilepsy
Behav. 2018;87:131-136.

-Laux LC, Bebin EM, Checketts D, et al. Long-term safety and efficacy of cannabidiol in
children and adults with treatment resistant Lennox-Gastaut syndrome or Dravet syndrome:
Expanded Access Program Results. Epilepsy Res. 2019;154:13-20.

- Schleider LB-L, Mechoulam R, Saban N, et al. Real Life Experience of Medical Cannabis
Treatment in Autism: Analysis of Safety and Efficacy. Sci Reports 2019 91. 2019;9(1):200.

- Hoggart B, Ratcliffe S, Ehler E, et al. A Multicentre, Open-label, Follow-on Study to Assess
the Long-term Maintenance of Effect, Tolerance and Safety of THC/CBD Oromucosal Spray
in the Management of Neuropathic Pain. J Neurol. 2015;262(1):27-40.

Bayer plc

Evidence
Review C

12

THC:CBD Oromucosal Spray is indicated as treatment for symptom improvement in adult
patients with moderate to severe spasticity due to multiple sclerosis (MS) who have not
responded adequately to other anti-spasticity medication and who demonstrate clinically
significant improvement in spasticity related symptoms during an initial trial of therapy. It
should be made clear that THC:CBD Oromucosal Spray does not have a marketing
authorisation for central neuropathic pain using the wording as outlined in the NICE
guidelines manual.2
1. GW Pharma Ltd. Summary of Product Characteristics - Sativex Oromucosal Spray. Last
updated: 24/08/2018. Last accessed: 22/08/2019. Available from:
https://www.medicines.org.uk/emc/product/602.

2. National Institute for Health and Care Excellence. Developing NICE guidelines: the
manual. Last updated: 10/2018. Last accessed: 02/09/2019. Available from:
https://www.nice.org.uk/process/pmg20.

Thank you for your comments. An explanation that Sativex does not currently have marketing
authorisation for motor neurone disease or spinal cord injury has now been added to the
introduction of the evidence review (in the Interventions section).

Bayer plc

Evidence
Review C

153

THC:CBD Oromucosal Spray is indicated as treatment for symptom improvement in adult
patients with moderate to severe spasticity due to multiple sclerosis (MS) who have not
responded adequately to other anti-spasticity medication and who demonstrate clinically
significant improvement in spasticity related symptoms during an initial trial of therapy. It
should be made clear that THC:CBD Oromucosal Spray does not have a marketing
authorisation for motor neurone disease using the wording as outlined in the NICE guidelines
manual.?

1. GW Pharma Ltd. Summary of Product Characteristics - Sativex Oromucosal Spray. Last
updated: 24/08/2018. Last accessed: 22/08/2019. Available from:
https://www.medicines.org.uk/emc/product/602.

2. National Institute for Health and Care Excellence. Developing NICE guidelines: the
manual. Last updated: 10/2018. Last accessed: 02/09/2019. Available from:
https://www.nice.org.uk/process/pmg20.

Thank you for your comments. An explanation that Sativex does not currently have marketing
authorisation for motor neurone disease or spinal cord injury has now been added to the
introduction of the evidence review (in the Interventions section).

Bayer plc

Evidence
Review C

185

10-12

The mean dose of Sativex used in the model was based on ltalian registry data, which
reported a mean 6.8 sprays per day.'
However, an observational post-marketing safety registry? that contains data on 941 patients
of which 761 (80.9%) are from the UK has been published which provides the daily dose
information for 798 patients (85%). This gives a mean figure of 5.4 (SD 4.9).
We suggest that this would be a more representative data source of UK clinical practice than
the Italian observational study and should form the base case for this model input. It is also
more appropriate as it represents the actual cost incurred by the NHS in the UK.

1. S. Messina, et al. Sativex in resistant multiple sclerosis spasticity: Discontinuation study

in a large population of Italian patients (SA.FE. study). 2017;12(8):e0180651.

Thank you for your comments. The committee reviewed different published doses of THC:
CBD spray (Sativex). The mean THC:CBD spray dose from RCTs is around 7-9 sprays per
day.

The committee agreed that the initial dose would decrease over time and stabilise around 6
months. The committee also noted that the mean initial dose from a dataset of THC:CBD
spray use at a large UK tertiary centre (De Trane et al. 2016, 2017 and personal
communications with author) is similar to the mean dose from RCTs. The doses among
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2. T. Etges, et al. An observational postmarketing safety registry of patients in the UK,
Germany, and Switzerland who have been prescribed Sativex® (THC:CBD, nabiximols)
oromucosal spray. Therapeutics and clinical risk management. 2016;12:1667-75.

responders decreased over time, similar to the ones reported in the Italian registry by
Messina et al. 2017.

The committee reviewed the post-marketing study by Etges et al. 2016. While the committee
agreed that, all other things being equal, it would prefer to use UK-specific data, it chose to
retain its reliance on Messina et al. (2017), for the following reasons:

. Etges et al. (2016) reports spasticity of various types, whereas Messina et al. (2017)
is solely concerned with confirmed MS-related spasticity.

. Etges et al. (2016) relied on voluntary submission of data, whereas Messina et al.
(2017) is based on a mandatory regulatory registry, meaning it reflects the whole population
of interest, rather than a subset selected according to unknown criteria.

. Messina et al. (2017) provide patient-level data on response and continuation rates
that are used in the model, whereas Etges et al. (2016) provide no such data. Therefore,
using Messina et al. (2017) gives the model the important strength that dosage data and
effect data are kept together.

. The dosage data reported by Messina et al. (2017) are closer to committee-
members’ own experience (including their knowledge of unpublished audit data from UK
practice).

On a balance of these considerations, the committee concluded that, despite comprising
mostly UK participants, Etges et al. (2016) provides a less reliable estimate of dosage than
Messina et al. (2017).

However, the committee noted that the value from Messina et al. (2017) used in the
consultation draft (6.8 sprays/day) had been taken from the first period of that study and, in
common with other evidence, average dosage had reduced over time. Therefore, it agreed
that it was inappropriate to use 6.8 sprays/day throughout the treatment phase of the model,
and revised its base case so that the dosage reduced to 6.3 sprays/day from 12 weeks
onwards, in reflection of Messina et al.’s findings.

The revised model assumes:

. For the first 4 weeks, a mean THC: CBD spray dose of 8.55 sprays per day, based
on a weighted average of doses observed in the 4 included RCTs.

. The mean dose decreases to 6.5 per day by 12 weeks and to 6.3 by 24 weeks
(Messina et al., 2017)

. Beyond this point, a constant dose of 6.3 sprays/day is assumed.

This was tested in the sensitivity analysis.

With the new daily THC: CBD spray assumption (decrease over time), the ICER is lower than
the scenario assuming a constant daily dose of 6.8 sprays (as shown in Table 23 scenario
analyses of the spasticity evidence review).

De Trane S, Buchanan K, Keenan L, Valentine C, Liddicut M, Stevenson V, Farrell R. 2016.
P1292 Nabiximols has a beneficial effect on self report of MS related spasticity. Multiple
Sclerosis Journal 22 (Supp 3), 684.

De Trane S, Buchanan K, Keenan L, Simeoni S, O’'Brien L, Stevenson V, Farrell R. 2017.
P1898 THC: CBD (Nabiximols) has a beneficial effect on resistant MS related spasticity and
reduces the need for Intrathecal baclofen. Multiple Sclerosis Journal 23 (Supp 3), 1012—
1013.

De Trane S, Buchanan K, Keenan L, Valentine C, Liddicut M, Stevenson V, Farrell R. 2017.
PO123 THC: CBD (Nabiximols) has a beneficial effect on multiple sclerosis related spasticity
and delays the need for intrathecal baclofen. Journal of Neurology, Neurosurgery &
Psychiatry 88 (Supp 1), A44.

Bayer plc

Evidence
Review C

20

General

THC:CBD Oromucosal Spray is indicated as treatment for symptom improvement in adult
patients with moderate to severe spasticity due to multiple sclerosis (MS) who have not
responded adequately to other anti-spasticity medication and who demonstrate clinically
significant improvement in spasticity related symptoms during an initial trial of therapy.' It
should be made clear that THC:CBD Oromucosal Spray does not have a marketing

Thank you for your comments. An explanation that Sativex does not currently have marketing
authorisation for motor neurone disease or spinal cord injury has now been added to the
introduction of the evidence review (in the Interventions section).
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authorisation for motor neurone disease using the wording as outlined in the NICE guidelines
manual.?

1. GW Pharma Ltd. Summary of Product Characteristics - Sativex Oromucosal Spray. Last
updated: 24/08/2018. Last accessed: 22/08/2019. Available from:
https://www.medicines.org.uk/emc/product/602.

2. National Institute for Health and Care Excellence. Developing NICE guidelines: the
manual. Last updated: 10/2018. Last accessed: 02/09/2019. Available from:
https://www.nice.org.uk/process/pmg20.

Bayer plc Evidence | 23 42-45 We do not agree that it is appropriate to use the odds ratio derived from this meta-analysis to | Thanks for your comments. No network meta-analysis (NMA) was conducted for this
ReviewC | 174 18-20 & | derive the treatment effect of THC:CBD Oromucosal Spray compared to placebo. We question; rather, RCTs comparing THC:CBD spray were combined in pairwise meta-
25-30 propose that the odds ratio derived from Novotna et al. 2011" and Markova et al. 20192 analyses. The enriched enrolment trials were highlighted in the forest plots (see spasticity
(“THC:CBD Spray within the licensed dose”, 4.17) should be used as the base case. evidence review) and brought to the attention of the committee. This was not to dismiss the
The enrichment design of the studies by Novotna et al. 2011 and Markova et al. 20192 evidence but to generate discussion over the methods which are different to a traditional
reflects the licensed use of THC:CBD Oromucosal Spray e.g. only in those “who demonstrate | RCT- While there was discussion over the potential for these studies to overestimate the
clinically significant improvement in spasticity related symptoms during an initial trial of treatment effect, it was also argued, as you suggest, that this trial design better reflects
therapy,” and also importantly, is aligned to clinical practice in accordance with the ‘pay for clinical practice. As a result, these flndll’,'lgS were still considered as a part of the evidence
responder’ rebate scheme. Indeed the MHRA PAR agrees that “the difference between active | 2@s€ and helped to form the committee’s opinion that THC:CBD spray appears to have
and placebo [in the study by Novotna et al 20111] should be a fair reflection of efficacy in the | Penefits for people with spasticity. _ _
population that will be treated with Sativex in the medium to long term.™ Itis notablt_a that, d_esp|te some a priori grounds for_ suspecting heterogeneity of e_ffect
. . C between trials of different design, there was no evidence that results were statistically
The studies by Collin et al. 20075 and 20108 represent a treatment strategy which is not diff t bet iched- I t and tional RCTs f ¢ test f
consistent with use in accordance with the SmPC, and whilst the mean daily number of rierent benween enr,lg ed-enroiment and conventiona s for any outcome (see ‘test for
sprays in the active treatment group in these studies was 9.4 and 8.5 respectively and subgroup differences” in each forest plot — appendix F).
therefore lower than 12 sprays per day, doses as high as 22 sprays per day were After publication of the consultation draft of the guideline, the manufacturer reduced the list
administered in the trial by Collin et al. 2010,% which is outside the licensed indication. The . ] . . ) ’ :
X : : price of THC:CBD spray, and this had an important impact on our assessment of its cost
gasults_ ofJT(esl_e _stuldles atfe therzfo;]e nl(zjt rertJrs senta(‘;l\t/e 0 ffthe l;ﬁe of THC'.CBD grﬁ.m ucosal effectiveness. In light of stakeholder comments, the committee also reviewed their estimates
pray in clinical practice, an .s ouldno e.use © inform the economic modetling. of likely resource use associated with spasticity symptoms. The committee are now able to

1. A Novotna, <-?t al. A randomlzle.d, double-b]md, placebo-controlled, pa.rallel-group, . make a more positive recommendation.
enriched-design study of nabiximols* (Sativex®), as add-on therapy, in subjects with
refractory spasticity caused by multiple sclerosis. European journal of neurology. We acknowledged the limitations of the heterogeneity of the 4 RCTs. Hence, the economic
2011;18(9):1122-31. analysis reported sensitivity analysis which tested different treatment effects (ORs), such as

2. J. Markova, et al. Sativex® as add-on therapy vs. further optimized first-line pooled OR from two enriched trials only and pooled OR from two non-enriched trials only.
ANTispastics (SAVANT) in resistant multiple sclerosis spasticity: a double-blind, As explained in the ‘model structure’ section of appendix M, the initial cycle of the economic
placebo-controlled randomised clinical trial. The International journal of neuroscience. model simulates the 4-week run-in phase that is used in clinical practice. Patients enter the
2019;129(2):119-28. model before trying THC: CBD spray and then receive treatment for 4 weeks. Most non-

3. GW Pharma Ltd. Summary of Product Characteristics - Sativex Oromucosal Spray. Last | responders are assumed to discontinue treatment; however, the model allows a small
updated: 24/08/2018. Last accessed: 22/08/2019. Available from: proportion of patients to continue treatment as the trials on which its estimate of response is
https://www.medicines.org.uk/emc/product/602. based had more restrictive response criteria (30% improvement) than the 20% improvement

4. Medicines and Healthcare products Regulatory Agency (MHRA). Public Assessment criteria specified within SPC.

Report. Decentralised Procedure. Sativex Oromucosal Spray. UK/H/2462/01/DC. UK The committee was also aware that Collin et al. 2007 and 2010 did not have a restrictive
license no: PL 18024/0009. GW Pharma Limited. Last updated: 16/03/2014. Last dose of a maximum of 12 THC: CBD sprays per day. As you pointed out, the mean daily
accessed: 21/08/2019. Available from: dose of THC: CBD spray in Collin et al. 2007 and 2010 were lower than 12 sprays per day
http://www.mhra.gov.uk/home/groups/par/documents/websiteresources/con084961.pdf. | (9-4 and 8.5 respectively). Therefore, the committee agreed that the population from Collin et

5. C. Collin, et al. Randomized controlled trial of cannabis-based medicine in spasticity al. 2007 and 2010 are still relevant to the clinical and cost-effectiveness analyses. We
caused by multiple sclerosis. European journal of neurology. 2007;14(3):290-6. $cr:]kno;/vledged that there m:gh_t be some pat'c?ntﬁ used dlagy docs:ellg\bove I122(§’§; da)é.2010

6. C. Collin, et al. A double-blind, randomized, placebo-controlled, parallel-group study of erefore, a sensitivity analysis was reported when excluding Collin et al. an '
Sativex, in subjects with symptoms of spasticity due to multiple sclerosis. Neurological
research. 2010;32(5):451-9.

Bayer plc Evidence |24 28-31 The selection of 25% of costs from the publication by Stevenson et al. 2015 being Thank you for your comments. Based on committee consensus, the committee agreed that
Review C 189 attributable to spasticity appears to be completely unsubstantiated. the resource use estimated in Stevenson et al. 2015 cannot be said to be 100% attributable

The aim of the study by Stevenson et al. 2015' was to “quantify the impact of spasticity on
health care resources and the associated costs at different levels of spasticity severity in
people with MS (PwMS) living in the United Kingdom (UK).” The methodology describes that

to spasticity alone. The committee felt that the vignette from the health care professional
survey could be misleading as it explicitly stated that the disability described in the health
states was caused by spasticity only. The committee agreed that some of the physical
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the “online survey was designed in order to understand the resources used in the disability specified in the vignette, particularly in the most severe health states, would have
management of spasticity,” and that the requirements for care and for specialised equipment | involved multiple other features of the underlying MS. Based on published evidence and the
were considered in the context of “spasticity-related problems”. An examination of the health committee’s experience, the committee does not think treating spasticity would have a major
state descriptions also shows that there was an attempt to attribute disability to stiffness. For | impact on underlying disability associated with MS (measured by EDSS). Therefore, the
example, in the most severe state (NRS 9 or 10), the phrase “The stiffness completely committee concluded that Stevenson et al. 2015 overestimated the amount of resource use
dominates my life.” is included and in the least severe state (NRS 0 to 2) only the phrase “/ that is solely attributable to medically modifiable spasticity.
have little or no problem with stiffness in my limbs.” is used. Therefore, there is reason to However, the committee was sensitive to comments such as this, and did not want to
believe that respondents were, in choosing the percentage of patients who they believed underestimate the possible benefits of THC:CBD spray. Therefore, the committee made a
would use any particular resource, attributing this to the disability arising as a result of consensus to change this parameter to 50%. The committee agreed that this parameter is
spasticity (stiffness), as opposed to any other aspect of the disease. highly uncertain, and it should be tested in the sensitivity analysis. This parameter has been
The above suggests all costs reported by Stevenson et al. 2015 should be considered modified in the model, tested extensively and reported in the spasticity evidence review
directly attributable to spasticity. Given that these results have been published in a peer- chapter (Table 23). When doubling the background management costs (assuming 100% of
reviewed journal any reduction is arbitrary and not evidence based. costs from Stevenson et al. 2015 are attributable to spasticity alone), the cannabis strategy
1. V. L. Stevenson, et al. The high cost of spasticity in multiple sclerosis to individuals and | P€came dominant. When halving the background management costs (assuming 25% of costs
society. Multiple sclerosis. 2015,21(12)1583-92 are related .tO SpaSthlty), the ICER is around £35,000 . . .
The modelling approach you propose would be attractive if any data were available for either
the effectiveness of THC:CBD spray in influencing transit between spasticity health states or
for the resource use independently associated with any such health states. As no such data
are available, the model structure adopted made use of best-available evidence regarding the
effectiveness of THC:CBD spray and the resource use associated with spasticity.
After publication of the consultation draft of the guideline, the manufacturer reduced the list
price of THC:CBD spray, and this had an important impact on our assessment of its cost
effectiveness. In light of stakeholder comments, the committee also reviewed their estimates
of likely resource use associated with spasticity symptoms. The committee are now able to
make a more positive recommendation.
Bayer plc Evidence |24 Furthermore, the EDSS score' is known to be the main driver of cost in managing MS, and Thank you for your comments. The committee reviewed EDSS evidence from RCTs
Review C | 189 the EDSS is overwhelmingly driven by pyramidal symptoms (i.e. walking ability). Pyramidal (Killestein 2002, Markova 2018, van Amerongen 2018, Zajicek 2012). It agreed that the
symptoms are the result of damage to the corticospinal tract that carries motor nerves from evidence does not show that CBMPs are associated with improvement of EDSS. Based on
the brain down the spinal cord to the muscles, and the signature feature of pyramidal damage | their experience, the committee agreed that this reflects the current clinical experience of
is spasticity. Indeed the great reliance of the EDSS on walking distance/pyramidal symptoms | treating MS patients. Therefore, the committee decided to keep the current model
(especially from EDSS 4.0 and beyond) is widely acknowledged to be one of its major assumption of constant EDSS of 6.5 regardless of NRS spasticity improvement. This
deficiencies and there are many publications on this topic.2 A study from Newcastle3 supports | assumption was tested in the sensitivity analysis.
the high prevalence of spasticity in MS, and the negative impact on function. The committee acknowledged that EDSS is the main driver of the costs of managing MS.
The cost of managing MS is driven by EDSS* especially higher scores of EDSS, and Commi.ttee-members were cggtious about the potential oye_rlapping resource use of
pyramidal symptoms (i.e. spasticity, weakness) are the main driver of EDSS score from 4.0 managing MS and MS spasticity (see responses for spasticity-related resource use).
onwards. Spasticity is therefore highly likely to be a significant driver of MS costs. Whilst After publication of the consultation draft of the guideline, the manufacturer reduced the list
there are few data supporting clear improvement in gait or EDSS as a result of treating price of THC:CBD spray, and this had an important impact on our assessment of its cost
spasticity,5 this may be in part because of the relatively poor treatment options for spasticity effe_ctlveness. In light of stalfeholde.r commgnf[s, the committee also reylewed their estimates
historically available. of likely resource use associated W|t_h spasticity symptoms. The committee are now able to
1. J. F. Kurtzke. Rating neurologic impairment in multiple sclerosis: an expanded disability make a more positive recommendation.
status scale (EDSS). Neurology. 1983;33(11):1444-52.
2. C. E. van Munster, B. M. Uitdehaag. Outcome Measures in Clinical Trials for Multiple
Sclerosis. CNS drugs. 2017;31(3):217-36.
3. M. P. Barnes, et al. Spasticity in multiple sclerosis. Neurorehabilitation and neural repair.
2003;17(1):66-70.
4. M. B. Patwardhan, et al. Cost of multiple sclerosis by level of disability: a review of
literature. Multiple sclerosis (Houndmills, Basingstoke, England). 2005;11(2):232-9.
5. G. B. Orsnes, et al. Effect of baclofen on gait in spastic MS patients. Acta neurologica
Scandinavica. 2000;101(4):244-8.
Bayer plc Evidence 31 36-38 Assessment of Bias Thank you for your comments. As mentioned in the evidence review, the enriched enrolment
ReviewC | 79 The trials by Novotna ef al. 2011' and Markova et al. 20192 have been assessed as being at | {rials were highlighted in the forest plots and brought to the attention of the committee when
83 a high risk of bias for the following reason: “RCT phase was an enriched enrolment design the data for spasticity was presented. This was used as a way to generate discussion over

the methods which are different to a traditional RCT. While there was discussion over the
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137

which only included patients who showed a positive response to the active treatment. Limited
information for randomisation and blinding. No baseline information for each arm of phase B.”

Whilst it is acknowledged in the MHRA PAR for THC:CBD Oromucosal Spray that
“enrichment designs can over-estimate the magnitude of the mean treatment effect and are
therefore discouraged in most situations” it goes on to state in this document that “in this case
[Novotna et al 2011] the enrichment design reflects proposed clinical practice and in principle
the difference between active and placebo should be a fair reflection of efficacy in the
population that will be treated with Sativex in the medium to long term.” This also applies to
the design of the trial by Markova et al. 20192

In accordance with the SmPC, THC:CBD Oromucosal Spray is indicated as treatment for
symptom improvement in adult patients with moderate to severe spasticity due to multiple
sclerosis (MS) who have not responded adequately to other anti-spasticity medication and
who demonstrate clinically significant improvement in spasticity related symptoms during an
initial trial of therapy.® Therefore as opposed to being at ‘high risk of bias’, due to the enriched
enrolment design, the trials by Novotna et al. 2011" and Markova et al. 20192 are those
relevant to the labelled population, and are also reflective of clinical practice, as those who do
not respond after an initial trial (covered by the ‘Pay for Responder scheme’) are not eligible
to continue with treatment and would discontinue. For this reason these trials should not be
considered as at high risk of bias due to their enrichment deign as they are directly applicable
to the population in question, and the quality of evidence should not be down-graded for this
reason.

The study by Novotna et al. 2011" was designed following formal consultation with European
regulatory agencies during the Decentralised procedure. A detailed and independent
assessment of the integrity and results of this study is publicly available as the ‘Public
Assessment Report’, issued by the MHRA following approval of the medicine.* As a general
point, the MHRA has noted in its public assessment report that all clinical studies were
carried out in compliance with good clinical practice.

1. A. Novotna, et al. A randomized, double-blind, placebo-controlled, parallel-group,
enriched-design study of nabiximols* (Sativex®), as add-on therapy, in subjects with
refractory spasticity caused by multiple sclerosis. European journal of neurology.
2011;18(9):1122-31.

2. J. Markova, et al. Sativex® as add-on therapy vs. further optimized first-line
ANTispastics (SAVANT) in resistant multiple sclerosis spasticity: a double-blind,
placebo-controlled randomised clinical trial. The International journal of neuroscience.
2019;129(2):119-28.

3. GW Pharma Ltd. Summary of Product Characteristics - Sativex Oromucosal Spray. Last
updated: 24/08/2018. Last accessed: 22/08/2019. Available from:
https://www.medicines.org.uk/emc/product/602.

4. Medicines and Healthcare products Regulatory Agency (MHRA). Public Assessment
Report. Decentralised Procedure. Sativex Oromucosal Spray. UK/H/2462/01/DC. UK
license no: PL 18024/0009. GW Pharma Limited. Last updated: 16/03/2014. Last
accessed: 21/08/2019. Available from:
http://www.mhra.gov.uk/home/groups/par/documents/websiteresources/con084961.pdf.

potential for these studies to overestimate the treatment effect it was also argued, as you
suggest, that this trial design better reflects clinical practice. The committee decided that
these trials should still be included as part of the analysis but given some concerns over the
method they were kept as high risk of bias studies.

After publication of the consultation draft of the guideline, the manufacturer reduced the list
price of THC:CBD spray, and this had an important impact on our assessment of its cost
effectiveness. In light of stakeholder comments, the committee also reviewed their estimates
of likely resource use associated with spasticity symptoms. The committee are now able to
make a more positive recommendation.

Sativex pay-for-responder scheme and first 3 vials free discount have been incorporated into
the spasticity economic model. This has been described in the treatment cost summary in the
model report (Appendix M of the spasticity chapter).

Bayer plc

Evidence
Review C

32

10-14

We agree with the statement on page 32 that “in comparison to a standard RCT, this study
design is more similar to the process that would be followed in clinical practice”, and not that
“this design may favour responders and result in more positive outcomes and fewer adverse
events.” Please see comment number 1.

Thank you for your comments. Our discussion of the evidence reflects the discussion of the
whole committee and therefore takes into account both the opinions in favour of the enriched
enrolment design reflecting clinical practice and those with concerns about the potential for
this type of trial design to overestimate the treatment effect.

Bayer plc

Evidence
Review C

35

7-9

Under ‘other factors the committee took into account’, the draft guideline reports a committee
discussion that it would be difficult to identify the cohorts that could benefit the most from
treatment as “there is currently no evidence to indicate who will or will not have a good and
persistent levels of response to the use of cannabis-based medicinal products.”

We suggest that in clinical practice these cohorts can be identified by trying THC:CBD
Oromucosal Spray for 4 weeks. The trial by Novotna et al. 2011 showed that patients who

Sativex pay-for-responder scheme and first 3 vials free discount have been incorporated into
the spasticity economic model. This has been described in the treatment cost summary in the
model report (Appendix M of the spasticity evidence review C).
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achieve a 20% response in the first 4 weeks derive benefit from continued treatment as
stated in the MHRA PAR.2

The current ‘Pay for Responder scheme’ enables THC:CBD Oromucosal Spray responders to
be identified at no drug cost to the NHS. Under the scheme the first pack (3 x 10ml vials) of
THC:CBD Oromucosal Spray is free of charge to the NHS for all new THC:CBD Oromucosal
Spray patients initiated by a specialist in secondary care (within the licensed indication),
provided continued funding for responder patients has been formally agreed at a local level.

1. A. Novotna, et al. A randomized, double-blind, placebo-controlled, parallel-group,
enriched-design study of nabiximols* (Sativex®), as add-on therapy, in subjects with
refractory spasticity caused by multiple sclerosis. European journal of neurology.
2011;18(9):1122-31.

2. Medicines and Healthcare products Regulatory Agency (MHRA). Public Assessment
Report. Decentralised Procedure. Sativex Oromucosal Spray. UK/H/2462/01/DC. UK
license no: PL 18024/0009. GW Pharma Limited. Last updated: 16/03/2014. Last
accessed: 21/08/2019. Available from:
http://www.mhra.gov.uk/home/groups/par/documents/websiteresources/con084961.pdf.

Bayer plc

Evidence
Review C

44

37

When discussing the minimal clinically important differences (MIDs), the draft guideline
currently states that “No MIDs were identified.”
We would like to draw NICE’s attention to a publication by Farrar et al. 2008 which
determines the clinically important difference (CID) and the minimum clinically important
difference (MCID) in the 0-10 NRS Spasticity Score. It was found that MCID in spasticity as
measured by the NRS scale is approximately an 18% improvement from baseline.

1. J. T. Farrar, et al. Validity, reliability, and clinical importance of change in a 0-10 numeric

rating scale measure of spasticity: a post hoc analysis of a randomized, double-blind,
placebo-controlled trial. Clinical therapeutics. 2008;30(5):974-85.

Thank you for your comment and for sharing the reference. The suggested MID was
considered by the committee and was deemed appropriate. The evidence review was
amended accordingly.

Bayer plc

Evidence
Review C

12-13

23-24

We are concerned by the statement suggesting that the design of the ‘enriched enrolment
trials” including clinical trial GWSP0604 (publication by Novotna et al. 2011") “may result in
more favourable outcomes for the intervention and fewer cases of adverse events.”

Whilst it is acknowledged in the MHRA Public Assessment Report (PAR) for THC:CBD
Oromucosal Spray that “enrichment designs can over-estimate the magnitude of the mean
treatment effect and are therefore discouraged in most situations” it goes on to state in the
document that “in this case [Novotna et al. 2011'] the enrichment design reflects proposed
clinical practice and in principle the difference between active and placebo should be a fair
reflection of efficacy in the population that will be treated with Sativex in the medium to long
term.”

Analysis of past studies including Collin et al. 20072 and 20103 generated the hypothesis that
a clinically useful treatment effect in some patients might be partly masked by data ‘noise’
from non-responders, and that a 4-week trial with THC:CBD Oromucosal Spray could be
used to identify those subjects likely to benefit from continued treatment. The clinical trial
GWSP0604 (publication by Novotna et al. 2011"), was specifically designed to prospectively
test the benefits of this approach, and was designed taking account of Scientific Advice from
the MHRA and from AEMPS, the Spanish Competent Authority.*

The design of the study reflects the way in which THC:CBD Oromucosal Spray is used in
clinical practice - which minimises exposure to active drug in patients who have not shown
capacity to respond - and measures effectiveness in the licensed population e.g. only in those
“‘who demonstrate clinically significant improvement in spasticity related symptoms during an
initial trial of therapy,, in a randomised placebo-controlled trial setting.

In demonstrating a highly significant difference in favour of THC:CBD Oromucosal Spray
versus placebo in the difference in the mean spasticity Numeric Rating Scale (NRS), the
results of this study support the ‘therapeutic trial’ approach to the use of THC:CBD
Oromucosal Spray and show that patients who achieve a 20% response in the first 4 weeks
derive benefit from continued treatment with THC:CBD, as stated in the MHRA PAR.#

Thank you for your comments. As mentioned in the evidence review, the enriched enrolment
trials were highlighted in the forest plots and brought to the attention of the committee when
the data for spasticity was presented. This was carried out to generate discussion over the
methods which are different to a traditional RCT. While there was discussion over the
potential for these studies to overestimate the treatment effect it was also argued, as you
suggest, that this trial design better reflects clinical practice. As a result, these findings were
still considered as a part of the evidence base and helped to form the committee’s opinion
that Sativex appears to have benefits for people with spasticity.

After publication of the consultation draft of the guideline, the manufacturer reduced the list
price of THC:CBD spray, and this had an important impact on our assessment of its cost
effectiveness. In light of stakeholder comments, the committee also reviewed their estimates
of likely resource use associated with spasticity symptoms. The committee are now able to
make a more positive recommendation.

Sativex pay-for-responder scheme and first 3 vials free discount have been incorporated into
the spasticity economic model. This has been described in the treatment cost summary in the
model report (Appendix M of the spasticity chapter).
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Interestingly, an analysis of the response achieved in the subjects who were not classified as
‘responders’ and therefore not randomised to further treatment, shows that around 50% of
these subjects achieved less than 5% improvement,’ “supporting the idea that there is a
group refractory to treatment, while others can achieve large benefits.™

It should also be noted that a ‘Pay for Responder scheme’ is available which enables
THC:CBD Oromucosal Spray responders to be identified at no drug cost to the NHS. Under
the scheme the first pack (3 x 10ml vials) of THC:CBD Oromucosal Spray is free of charge to
the NHS for all new THC:CBD Oromucosal Spray patients initiated by a specialist in
secondary care (within the licensed indication), provided continued funding for responder
patients has been formally agreed at a local level.

Therefore rather than resulting in more favourable outcomes for the intervention, the design
of this trial and that by Markova et al. 20198 rather demonstrates the treatment effect in the
licensed population and therefore more closely reflects clinical practice. This approach also
minimises the risk of adverse events by minimising exposure to active drug in patients who
have not shown capacity to respond.

1. A. Novotna, et al. A randomized, double-blind, placebo-controlled, parallel-group,
enriched-design study of nabiximols* (Sativex®), as add-on therapy, in subjects with
refractory spasticity caused by multiple sclerosis. European journal of neurology.
2011;18(9):1122-31.

2. C. Collin, et al. Randomized controlled trial of cannabis-based medicine in spasticity
caused by multiple sclerosis. European journal of neurology. 2007;14(3):290-6.

3. C. Collin, et al. A double-blind, randomized, placebo-controlled, parallel-group study of
Sativex, in subjects with symptoms of spasticity due to multiple sclerosis. Neurological
research. 2010;32(5):451-9.

4. Medicines and Healthcare products Regulatory Agency (MHRA). Public Assessment
Report. Decentralised Procedure. Sativex Oromucosal Spray. UK/H/2462/01/DC. UK
license no: PL 18024/0009. GW Pharma Limited. Last updated: 16/03/2014. Last
accessed: 21/08/2019. Available from:
http://www.mhra.gov.uk/home/groups/par/documents/websiteresources/con084961.pdf.

5. GW Pharma Ltd. Summary of Product Characteristics - Sativex Oromucosal Spray. Last
updated: 24/08/2018. Last accessed: 22/08/2019. Available from:
https://www.medicines.org.uk/emc/product/602.

6. J. Markova, et al. Sativex® as add-on therapy vs. further optimized first-line
ANTispastics (SAVANT) in resistant multiple sclerosis spasticity: a double-blind,
placebo-controlled randomised clinical trial. The International journal of neuroscience.
2019;129(2):119-28.

We have checked the refences provided and all the studies have been included in evidence
review
C.

Markova et al 2019 - was published in February 2019 and our evidence review literature
searches were carried out in December 2018 — January 2019. This paper will be considered
in any future update of this guideline

Bayer plc

Evidence
Review C

General

General

THC:CBD Oromucosal Spray is indicated as treatment for symptom improvement in adult
patients with moderate to severe spasticity due to multiple sclerosis (MS) who have not
responded adequately to other anti-spasticity medication and who demonstrate clinically
significant improvement in spasticity related symptoms during an initial trial of therapy." In in
all other areas where evidence for THC:CBD Oromucosal Spray has been considered it
should be made clear that THC:CBD Oromucosal Spray does not have a marketing
authorisation for these indications using the wording as outlined the NICE guidelines
manual.2

1. GW Pharma Ltd. Summary of Product Characteristics - Sativex Oromucosal Spray. Last
updated: 24/08/2018. Last accessed: 22/08/2019. Available from:
https://www.medicines.org.uk/emc/product/602.

2. National Institute for Health and Care Excellence. Developing NICE guidelines: the
manual. Last updated: 10/2018. Last accessed: 02/09/2019. Available from:
https://www.nice.org.uk/process/pmg20.

Thank you for your comments. An explanation that Sativex does not currently have marketing
authorisation for motor neurone disease or spinal cord injury has now been added to the
introduction of the evidence review (in the Interventions section).

British
Association for

General

General

General

There is evidence that patients treated with the main conditions reported in the current draft
experience a “high” and that this should be monitored. Firstly, to the subjective “high” it would

Thank you for your comment. The committee agreed that this is captured in recommendation
1.5.5 as a ‘high’ would be considered as potential harms.
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Psychopharma be advisable to include a formal screening of the Mental State alterations expected when
cology assuming THC. For instance paranoia scales and cognitive assessment especially measuring
memory and new learning, both very relevant for young adults and of course children.
British Guideline 10 21 The recommendations for other research is missing research into the risk of dependence Thank you for your comment. The current research recommendations in the guideline will
Association for associated with prescribed cannabinoids take into account safety of CBMPs which may include dependence.
Psychopharma
cology
British Guideline 8-7 General Clinicians should discuss the potential legal and health risks of using illicit cannabis based Thank you for your comment. The use of illicit cannabis-based products was out of scope for
Association for products for medicinal purposes. Many patients will have experience of using these, and may | this guideline. Recommendation 1.5.7 takes into account the use of illicit cannabis when
Psychopharma do so alongside or instead of prescribed cannabis-based products. The risk of using illicit prescribing medicinal cannabis.
cology products will be especially high when a prescription is not made, which will be the majority of
cases within the current guideline. Clinicians should be aware of this issue and should
discuss it with their patients to minimise the risks of legal or health related harms of using
illicit products.
British Guideline General General Recommendations for research in psychiatric disorders are lacking. There is growing Thank you for your comment. Psychiatric disorders were out of scope for this guideline. The
Association for and 9-10 evidence that cannabis-based medicines are being used for psychiatric indications. This is current research recommendations in the guideline will take into account safety of CBMPs
Psychopharma despite good quality evidence of efficacy. | am therefore deeply concerned that psychiatric which may include psychotic symptoms.
cology disorders have been excluded from this guideline and particularly the list of recommendations
for research given the high levels of morbidity and mortality associated with these illnesses.
Psychotic symptoms in children and young people need to be monitored
British Medical | Guideline 3 General 1.1 Intractable nausea and vomiting Thank you for your comment. The committee considered your comment and highlighted that
Association These will be complex acutely ill patients and the clinician responsible for their chemotherapy | recommendation 1.5.2 only recommends shared care as an option if all parties feel confident
is on prescribing and agree with the shared care arrangement in place. Additionally, shared
responsible for prescribing to combat the adverse effects of this. Shared care is therefore care agreements are disease specific and whether or not this should be implemented would
unacceptable on the grounds of an inappropriate transfer of clinical responsibility. be based on local determination
British Medical | Guideline 3 General 1.2 Chronic pain Thank you for your comment. We agree that shared care would be inappropriate in this
Association This is only recommended as part of a trial, so shared care is inappropriate as all prescribing | instance.
needs to be done by the trialists.
British Medical | Guideline 4 General 1.3 Spasticity Thank you for your comment. The guideline recommends that all those receiving treatment
Association This is only recommended as part of a trial, so shared care is inappropriate as all prescribing | before publication of this guidance can continue to receive treatment. The committee
needs to be done by the trialists. considered your comment and highlighted that recommendation 1.5.2 only recommends
shared care as an option if all parties feel confident on prescribing and agree with the shared
care arrangement in place.Additionally, shared care agreements are disease specific and
whether or not this should be implemented would be based on local determination.
British Medical | Guideline 5 General 1.4 Treatment resistant epilepsy Thank you for your comment. The committee considered your comment and highlighted that
Association NICE recognise that there is no evidence for this population, so responsibility for prescribing recommendation 1.5.2 only recommends shared care as an option if all parties feel confident
must not be removed from the initiating clinician through shared care mechanisms, which on prescribing and agree with the shared care arrangement in place. Additionally, shared
must care agreements are disease specific and whether or not this should be implemented would
have a robust and accepted evidence base. be based on local determination.
British Medical | Guideline 5 General 1.5.1 Who should prescribe? Thank you for your comment. The committee agreed that this would not be the sole
Association The prescriber signing the script would take on the responsibility should ever anything responsibility of the GP because the responsibility is shared between the GP and the
adverse specialist as part of the shared care agreement.
happen. With such a new and specialist drug, it would not be appropriate for GPs to take over
prescribing, even if it is under a shared care agreement.
British Medical | Guideline 6 General 1.5.2 Shared care Thank you for your comment. The committee considered your comment and agreed that
Association The prescriber signing the script would take on the responsibility should ever anything recommendation 1.5.2 is not a strong recommendation but one that uses the word ‘may’ to
adverse enable this to be an option if the GP feels confident to continue prescribing under a shared
happen. With such a new and specialist drug, it would not be appropriate for GPs to take over | care arrangement. The committee also considered the NHS England document
prescribing, even if it is under a shared care agreement. ‘Responsibility for prescribing between Primary & Secondary/Tertiary Care’ that provides
details about arrangements and considerations. The committee agreed to refer to this
guidance to supplement recommendation 1.5.2.
British Medical | Guideline General General Medicinal cannabis is a new and specialist drug that requires specialist assessment, drug Thank you for your comment. The committee considered your comment and agreed that

Association

initiation and monitoring by the appropriate specialist team. This would be the case for any

recommendation 1.5.2 is not a strong recommendation but one that uses the word ‘may’ to
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very specialist drug. The way to improve access to assessment and treatment is to properly enable this to be an option if the GP feels confident to continue prescribing under a shared
resource specialist services and enable hospital services to access electronic prescribing care arrangement. The committee also considered the NHS England document
systems. ‘Responsibility for prescribing between Primary & Secondary/Tertiary Care’ that provides
Therefore, the BMA would oppose the introduction of GPs taking over subsequent details about arrangements and considerations. The committee agreed to refer to this
prescriptions of this specialist drug under shared care arrangements. guidance to supplement recommendation 1.5.2.
Please also see our comments on some specific paragraphs outlined below:
British Guideline 17 this should not say BPNA, it should refer to the NICE clinical guideline. It should say NICE Thank you for your comment. This cross reference has been corrected.
Paediatric clinical guideline [CG137]
Neurology
Association
British Guideline 1 General Need to define what is meant by severe treatment resistant epilepsy and in what context Thank you for your comment. Epilepsies other than severe treatment resistant epilepsy were
Paediatric NICE is giving advice about —i.e. is this guideline relevant to less severe epilepsies. Are beyond the scope of this guideline.
Neurology NICE saying that CBMPs should not be considered outside the context of “severe treatment
Association resistant epilepsies”. If that is the case — they should say so. Evidence review D has the following definition:
Severe treatment-resistant epilepsy, or drug-resistant epilepsy, is defined by the International
League Against Epilepsy as epilepsy that has not responded to trials of 2 tolerated and
appropriately chosen and used anti-epileptic drug regimens (as monotherapies or in
combination) to achieve sustained freedom from seizures.
British Guideline 10 10 Typo... Should read “neuropsychological” rather than “neurophysiological’ Thank you, the guideline has been amended accordingly.
Paediatric
Neurology
Association
British Guideline 10 9-12 This could be expanded to say... Does the addition of THC have an effect on development, Thank you for your comment. The research recommendation outlines the outcomes that the
Paediatric neuropsychological and language development, mood or mental health? committee felt were most important to the question. Other outcomes such as adverse events
Neurology and change in cognition are listed in the detailed research recommendation section in
Association Appendix J of the evidence review for epilepsy.
British Guideline 16-17 General Agree that this is a fair appraisal of the information/research Thank you for your comment
Paediatric
Neurology
Association
British Guideline 17 24-26 Should also be advice to continue other prescribed AEDs unless otherwise advised by their Thank you for your comment. The committee were unable to make a recommendation on the
Paediatric tertiary hospital specialist use of cannabis-based medicinal products, either alone or with other anti-epileptic
Neurology medications, for severe treatment-resistant epilepsy as there was no good quality evidence
Association available in this population.
British Guideline 18 2-7 Significant concern expressed that this section places the pressure back on clinicians. All Thank you for your comment. The committee considered your comment and highlighted that
Paediatric comments received agree that there is insufficient evidence to warrant a practice recommendation 1.5.2 only recommends shared care as an option if all parties feel confident
Neurology recommendation but some are concerned that not making a recommendation against on prescribing and agree with the shared care arrangement in place. Additionally, shared
Association treatment (except in the context of clinical trials) means that clinicians will continue to be care agreements are disease specific and whether or not this should be implemented would
pressurised to prescribe treatments for which there is no evidence. Some felt that NICE had be based on local determination.
shirked their responsibility here and were afraid to make a recommendation against treatment
until more evidence was available.
British Guideline 6 General In terms of prescribing — it needs to be very clear who is funding the treatment and if the child | Thank you for your comment. This will be determined by local CCG funding arrangements.
Paediatric moves areas what happens re funding. It also needs to state very clearly that initial Recommendation1.5.4 also outlines that share care arrangements should make provision for
Neurology prescriptions should not be given unless there is adequate provision for ongoing care and when the patient, initiating specialist prescriber or other prescriber moves location (including
Association ongoing funding of treatment. This is a particular issue when an initial private prescription is transition to adult services).
written and funded and then the family expects the NHS service locally to then continue
prescribing and pick up the cost.
British Guideline 7 10-15 Agree with recommendation Thank you for your comment
Paediatric
Neurology
Association
British Guideline 7 3-8 Agree — very helpful Thank you for your comment
Paediatric
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Neurology
Association
British Guideline 7 7-17 Need to comment that there is a particular interaction with the AED clobazam. Also need to Thank you for your comment. Antiepileptics have been added to the recommendation.
Paediatric comment re necessary monitoring that needs to be undertaken when using a CBMP — Recommendation 1.5.4 covers monitoring; specific monitoring requirements would depend on
Neurology especially liver function monitoring. the cannabis-based medicinal product in question.
Association
British Guideline General General Should NICE be saying something about over the counter/internet products that are not of Thank you for your comment. Recommendation 1.5.6 states that people should be advised to
Paediatric GMP standard and the risks involved in doing this. stop taking any non-prescribed cannabis products. More details about concerns over the
Neurology risks associated with non-prescribed products are covered in the individual evidence reviews.
Association
British Guideline 18 6 It is now just “an interest” rather than a “specialist interest”; this is much broader as any Thank you for your comment. This wording has been amended to reflect your comment.
Pharmacologic consultant could have an interest in an area. Generally, we propose that the wording and
al Society description of who can prescribe should be tighter and should reference that the individual is

not only on the specialist register but that they are on the specialist register for that indication

(e.g. oncology, palliative care, neurology).
British Guideline 18 5 Specialist doctors on the ‘Specialist Register’ of the General Medical Council should only Thank you for your comment. This recommendation has been amended following further
Pharmacologic prescribe within their own area of practice. discussion by the committee.
al Society
British Guideline 20 10-12 The concerns about effects on brain development are fair, but in the case of poorly treated Thank you for your comment. The wording of the rationale has been amended to reflect your
Pharmacologic intractable epilepsy, this also has effects on normal brain development and this overall need comment.
al Society is a balance between the two sets of risks and benefits; the text as it currently reads seems to

focus on the harms of prescription only. This should be addressed.
British Guideline 23 10 A product can only be described as “pure” if it contains no controlled cannabinoids (i.e. THC). | Thank you for your comment. Following further discussion by the committee, they agreed to
Pharmacologic In reality this is very difficult to achieve. In view of this, we recommend the term “pure” is keep the term ‘pure’ to describe highly purified cannabidiol that comes from the cannabis
al Society avoided, and simply refer to ‘CBD products for medicinal use’. plant.
British Guideline 5 10 We propose that this section should be split into two sections; Lennox-Gastaut and Dravet Thank you for your comment. The evidence review considered evidence on treatment-
Pharmacologic first (where there is evidence, and it is being appraised separately) and then “other treatment | resistant epilepsies such as Lennox-Gastaut and Dravet syndromes, however they were
al Society resistant epilepsies” second. We also suggest adding a comment about ongoing clinical trials | unable to make recommendations as

in these areas (e.g. Retts syndrome). Otherwise it looks like the area where there is evidence | this will be covered by the technology appraisal guidance. Furthermore, the committee

is being ignored as it is only included at the end. considered whether it would be possible to extrapolate the findings from the Lennox-Gastaut

and Dravet populations but felt that this wouldn’t be appropriate given the differences
between different types of epilepsy.

British Guideline 5 10 Section 1.4 is not as specific as the other sections in terms of bulleted recommendations for Thank you for your comment. Because of limited evidence the committee could not make any
Pharmacologic when to use it. recommendations on the use of CBMP for people with epilepsy. As such, they could not
al Society include more detailed information on the use of these products.
British Guideline 6 17 Section 1.5.4;: We are assuming that a primary care or non-specialist doctor can decline to Thank you for your comment. The recommendation is not meant to be exhaustive. Additional
Pharmacologic continue prescribing, as with other shared care agreements? The funding requires CCG parties to include in the agreement would be down to local agreement.
al Society approval, but they are not mentioned as responsible parties in the first bullet point. This point

should be clarified.
British Guideline 6 4 Section 1.5.1: it is not clear from reading the indications where it is recommended for use that | Thank you for your comment. The recommendation has been reworded following further
Pharmacologic will relate to individuals younger than 18 years, apart from in clinical trials. It seems that the discussion by the committee to reflect your comment.
al Society regulation of prescribing to those under 18 is much more robust and limited than for those

older than 18 years since any consultant could prescribe and there is only a “should”

recommendation on having a specialist interest in the area being treated.
British Guideline 6 7-8 We suggest amending the final sentence to read “For Children and Young people under 18 Thank you for your comment. The aim of this recommendation is to
Pharmacologic years, the initiating prescriber should be a tertiary paediatric neurologist (or epilepsy cover prescribing for other conditions and not limiting it to epilepsy. We have amended the
al Society specialist)”. Further, we suggest amending from just “specialist”, as all paediatric consultants | recommendation to make clear that it should be a specialist with a specialist interest in the

in tertiary hospitals will fit this description. This is clarified on p 18, line 21, but it should be in condition being treated.

the main section as well
British Guideline 7 8 Section 1.5.5: this should specifically refer to “synthetic cannabinoids” in terms of previous Thank you for your comment. The broader definition of cannabis was used to capture
Pharmacologic substances used. Also, patients may not consider use of a recreational drug as “misuse” and | synthetic and non-synthetic products. Substance misuse is used as standard terminology in
al Society so this is probably not the best term to use. NICE guideline.
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British Guideline 7 24 Section 1.5.7: again this should refer to “synthetic cannabinoid” use being discontinued. Are Thank you for your comment. Adding 'synthetic' would limit other cannabis-based products

Pharmacologic other substances (recreational drugs and NPS) okay to continue then? Please clarify that are not classed as synthetic. The term ‘non-prescribed cannabis’ takes into account a

al Society range of products. If the person is taking other substances as you describe in your comment,
then this will be part of the medical history taking during prescriber-patient consultation and
factors to take into account are listed in recommendation 1.5.5.

British Guideline 7 9 Amend to “Over-the-counter CBD oil products for non-medicinal use”. Thank you for your comment. Wording was considered by the committee who agreed that the

Pharmacologic current wording is broad enough to capture your suggestion.

al Society

British Guideline 7 17 Please add about asking about any allergies (some products are formulated in peanut oil). Thank you for your comment. Wording was considered by the committee who agreed that

Pharmacologic checking allergy status would be part of routine clinical practice when prescribing any

al Society medicine

British Guideline 7 17 Please add about travelling abroad, as CBPMs are not legal in other countries and patients Thank you for your comment. This has been added following further discussion by the

Pharmacologic will need to check the status of the drug with the embassy of the country they are travelling committee

al Society to.

British Guideline 8 5 Section 1.5.9: what about the impact of use in professions where use of cannabis is not Thank you for your comment. Recommendation 1.5.9 is about having the necessary

Pharmacologic allowed (e.g. train drivers, pilots, armed forces personnel); should they not be appropriately discussion with the patient about the cannabis-based medicinal products and how it may

al Society counselled about this? affect them depending on their circumstances, particularly with their ability to drive. Advice
and counselling would be part of this discussion.

British Guideline 8 13 Please consider adding that the CBPMs may affect ability to use tools or machines (i.e. as Thank you for your comment. The committee discussed this further and agreed that this

Pharmacologic per standard drug labelling for licensed products that may cause drowsiness). would be stated on the product packaging if there was an impact, therefore the committee

al Society agreed to not make this addition.

British Guideline 9 12 Recommendations for research: there is no mention about use in chronic pain in adults apart | Thank you for your comment. With regards to adult studies, the economic analysis suggested

Pharmacologic from fibromyalgia or treatment resistant neuropathic pain. Other pain conditions should be that most types of chronic pain were not going to be cost-effective to manage using medicinal

al Society considered and mentioned. cannabis. However, if any types of chronic pain could be cost-effective to manage using
medicinal cannabis, they are most likely to be fibromyalgia and treatment-resistant
neuropathic pain.

British Guideline General General Please refer to cannabis-based products for medicinal use throughout, in-line with legislation | Thank you for your comment. The broader definition of cannabis-based medicinal products

Pharmacologic and guidance. was used to capture those products defined by Regulation 16A of The Misuse of Drugs

al Society (Amendments) (Cannabis and Licence Fees) (England, Wales and Scotland) Regulations
2018 AND products such as cannabidiol, Sativex and nabilone which are not captured by
Regulation 16A. By just referring to the government definition of cannabis-based products for
medicinal use would exclude cannabidiol, Sativex and nabilone. Our final scope included
cannabidiol, Sativex and nabilone as well as those products that meet the requirements of
Regulation 16A.

British Guideline General General There are significant gaps in knowledge of cannabinoids in the following areas, and we feel Thank you for your comment. Pharmacokinetics and drug-drug interactions did not form part

Pharmacologic that these need to be added to the recommendations: of this evidence review. This would be considered when the product is undergoing clinical

al Society e pharmacokinetics of cannabinoids when administered by different routes; trials. The current research recommendations in the guideline will take into account safety of

e drug-drug interactions with cannabinoids, pharmacokinetic, pharmacodynamic and CBMPs which may include risk of psychiatric disorders and cognitive function.
mixed
¢ long term safety of cannabinoids, in particular on the risk of psychiatric disorders and
cognitive function.

Cannabis Acknowled | 5 1 There is not a single patient or parent or carer representative on the NICE Guideline Thank you for your comment. Our guideline committee had three lay representatives with

Patient gements Committee. Since many 1000s of patients have been consuming these products for many personal or carer experience of the conditions examined in the guideline. The committee

Advocacy & decades CPASS believe it is both critical and essential that the voices of patients are membership list can be found on the cannabis guideline webpage under project documents.

Support included at all levels of inquiry and review into the appropriate use of CBMPs. This is a

Services unique situation and opportunity and without it misses a unique opportunity to learn as much

as possible from patient expertise and experience.

Whilst CPASS believe that each and every medical category where cannabis products have
proven effective for patients, we understand that this would be impractical and would like to
formally request selection for performing this role on behalf of patients. CPASS's 2 directors
have a joint experience of over 8 years in supporting and advocating for medical cannabis
patients along with an individual lifetime of experience in their consumption and impact both
physically and mentally.
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Cannabis Acknowled | 5 1 CPASS suggest that the NICE Guideline Committee would benefit from the inclusion of Thank you for your comment. The NICE guideline considered and included international
Patient gements skilled professional resources from jurisdictions outside of the UK, specifically Canada, US, guidelines as part of the evidence review. This included the Canadian guideline. However,
Advocacy & Australia, Israel and Germany. CPASS have good working relationships with suitable the recommendation about who should prescribe is set out in UK legislation, The Misuse of
Support professionals including several of our own Clinical Steering Board members whom we believe | Drugs (Amendments) (Cannabis and Licence Fees) (England, Wales and Scotland)
Services would accept such a position and would be glad to assist in referrals Regulations 2018, regulation 16A which differs from that in Canada.
Furthermore, NICE guidelines are written for the English healthcare system and so we look to
ensure that we have professionals and lay experience in that system
Cannabis Evidence General General Whilst accepting that "Smoked cannabis-based products” are not permitted within the current | Thank you for your comment, This guideline is underpinned by legislation in terms of which
Patient Review A UK laws and regulations for CBMPs, CPASS feel that with the limited availability of evidence | cannabis based medicinal products can be considered. Therefore we only considered the
Advocacy & for all other forms and with the plethora of evidence for this type, this limitation has an following:
Support unproportionate impact on assessing both the benefits and the risks of CBMPs which will lead
Services to low quality and inaccurate outcomes. . cannabis-based medicinal products as defined by the UK Government in November
2018
. the licensed products nabiximols (Sativex) and nabilone.
. plant-derived cannabinoids such as pure cannabidiol.
. synthetic compounds which are identical in structure to naturally occurring
cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.
Cannabis Evidence General General CPASS Recommend that special consideration also be given to patients with a diagnosed or | Thank you for your comment. Psychiatric disorders were out of scope for this guideline. The
Patient Review A suspected complex mental health condition, particularly Schizophrenia and other psychotic current research recommendations in the guideline will take into account safety of CBMPs
Advocacy & disorders. Specifically, around the dosage/ratio of THC:CBD which may include psychotic symptoms.
Support
Services
Cannabis Evidence General General CPASS are concerned that very limiting criteria have been set for acceptable evidence Thank you for your comment. During the development of the review protocol, the committee
Patient Review A throughout all evidence reviews. Only 28 pieces of research were accepted for Nausea and agreed that randomised controlled trials (RCTs) and systematic reviews of RCTs should be
Advocacy & Vomiting, from a total of over 13000 RCTs and Observational studies ruling out 99.8% of included. However, the committee also noted that there are certain population groups where
Support available evidence to draw all conclusions within this Guideline and feel that it would be RCT data may not be available. Therefore, it was agreed when adequate RCT data was not
Services helpful to understand why broader evidence has not been considered. available, observational studies would be further explored.
In the evidence review for intractable nausea and vomiting, 27 RCTs were identified, 3 of
which were conducted in children. Due to the lack of RCT evidence in this population,
observational studies were also explored. Based on this search 1 study was identified as
being relevant and was included in this review.
The evidence reviews for this guideline all contain a list of excluded papers, which were
considered at full paper stage, with reasons for exclusion.
Cannabis Evidence General General As RCTs are not an effective measure for the effectiveness of CBMPs, CPASS challenge the | Thank you for your comment. NICE guideline recommendations are based on the best
Patient Review A Eligibility criteria for study design being limited to RCTs along and recommend a wider set of | available evidence. Review questions guide the search for evidence, and the type of
Advocacy & criteria, par’ucularly to include direct discussions and feedback from patients who have been evidence used depends on the type of question. For example, a randomised controlled trial is
2:?\22:3 consuming for many years. often the most appropriate type of study to assess the efficacy or effectiveness (including
cost effectiveness) of an intervention.
The guideline has added a recommendation advising prescribers to record details of
treatment, clinical outcomes and adverse effects for people prescribed cannabis-based
medicinal products, using local or national registrys. This will enable feedback from patients
to feed into the evidence base.
Cannabis Evidence 213 9-21 It seems that productivity losses were excluded from the model, presumably because the Thank you for your comments. As per the manual for Developing NICE guidelines, the costs
Patient Review B NICE reference case suggests exclusion. Nevertheless, productivity costs can still be in a guideline are calculated in line with the NHS and PSS perspective but do not include the
Advocacy & included as a sensitivity analysis and it may be relevant to consider how their inclusion might | wider societal perspective such as loss of productivity. The reason for this is that productivity
Support affect the main results? costs in our analyses would favour those interventions aimed at the working population. We
Services (Avalon Health Economics - John E. Schneider, PhD, Andrew Briggs, DPhil, Shawn Davies, would then discriminate against the elderly, children, unemployed people and people with
MA) disabilities.
Cannabis Evidence 215; also We recognise some of the limitations of the clinical evidence, but what are the strengths and Thank you for your comments. Langford et al. 2013 and Portenoy et al. 2012 were used to
Patient Review B “Treatme weaknesses of this approach, and of relying quite heavily on the Langford et al. and Portenoy | validate the assumption on the normal distribution of NRS scores. These are the only studies
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Advocacy & nt Effects” et al. studies? (Avalon Health Economics - John E. Schneider, PhD, Andrew Briggs, DPhil, which provided useful data needed for the model to predict the natural history of the disease
Support section of Shawn Davies, MA) (mean & SD of changes from baseline). The efficacy is based on the clinical review meta-
Services 218 analysis and included many more studies.
Cannabis Evidence 220 8-19 We are unsure of whether the calculation of the hazard ratio through the censoring of adverse | Thank you for your comments. The approach adopted was designed to make best use of
Patient Review B events in the identical dataset and the application of a Cox proportional hazard model is the available data. There are no long-term data on response to treatment in this or any other
Advocacy & appropriate method to determine the discontinuation curve. In particular, we would indication; however, we do have some data on discontinuation rates subdivided according to
Support recommend exploration of formal stopping rules in any modelling analysis based on observed | AEs and others. We used these data to infer likely discontinuation trajectories for people
Services response to treatment. This has the potential to improve the cost-effectiveness of treatment. taking CBMP as well as loss of 'response’ in the standard of care arm.
(Avalon Health Economics - John E. Schneider, PhD, Andrew Briggs, DPhil, Shawn Davies,
MA)
Cannabis Evidence 222 1-21 We are concerned that in cases of chronic pain, a variety of non-invasive treatments, such as | Thank you for your comments. As described in the economic model report, the target
Patient Review B pharmacological treatments and physical therapy, could potentially be displaced by the use of | population is defined as people for whom all available standard chronic pain treatments have
Advocacy & CBMPs. This displacement to some extent may impact the model. The models appear to only | failed (Appendix | of the chronic pain evidence review). Medicinal cannabis is only considered
Support consider changes in invasive procedures, such as radiofrequency denervation (RFD). In the as the last treatment option as an add-on to the standard of care before the invasive or
Services models, RFD costs were only considered for low back pain. A more thorough consideration of | surgical interventions in the economic model. As such, medicinal cannabis cannot displace
potential changes in clinical pathways should be considered. (Avalon Health Economics - any other standard treatments. The included RCTs did not show any benefit of CBMPs in
John E. Schneider, PhD, Andrew Briggs, DPhil, Shawn Davies, MA) reducing dosage of other medical analgesia. Further details can be found in the committee
discussion section and Appendix | of the chronic pain evidence review.
Cannabis Evidence 223 We have two concerns with the handling of adverse events: (1) while we recognize that Thank you for your comments. The incidence rate of individual serious adverse event was not
Patient Review B adverse events are unlikely to have a large impact on the model results, the assumption that reported from Wang et al. 2008. Therefore, we considered the overall serious AE incidence in
Advocacy & serious adverse events are homogeneous may be too aggressive, possibly resulting in our analysis. We assumed that the treatment discontinuation has already included
Support additional discontinuations; and (2) the Wang 2008 study is more than 10 years old, and discontinuation associated with AEs. To avoid double counting of the discontinuation, we did
Services there may be some limitations to its application. not assign additional discontinuation associated with the AE calculations in the model.
(Avalon Health Economics - John E. Schneider, PhD, Andrew Briggs, DPhil, Shawn Davies, Hence, we do not agree that the assumption that serious adverse events are homogeneous
MA) results in additional discontinuations.
We conducted a targeted review to identify incidence data for AEs and serious AEs across of
medicinal cannabis versus placebo/ standard of care across all indications. Wang et al. 2008
is the only study that provided the appropriate data for the model. A more recent meta-
analysis by Whiting et al. 2015 did not report incidence data. Observational studies of
medicinal cannabis only reported AEs of medicinal cannabis, rather than comparison against
standard treatments. We have validated the safety data with the committee as well as
submitted the report for peer-review with additional clinical experts during the consultation. As
such, we consider Wang et al. is still the most appropriate source for safety data in the
model.
Whiting PF, Wolff RF, Deshpande S, Di Nisio M, Duffy S, Hernandez AV, Keurentjes JC,
Lang S, Misso K, Ryder S, Schmidlkofer S, Westwood M, Kleijnen J. Cannabinoids for
Medical Use: A Systematic Review and Meta-analysis. JAMA. 2015 Jun 23-30;313(24):2456-
73.
Cannabis Evidence General General Whilst accepting that "Smoked cannabis-based products” are not permitted within the current | Thank you for your comment, This guideline is underpinned by legislation in terms of which
Patient Review B UK laws and regulations for CBMPs, CPASS feel that with the limited availability of evidence | cannabis based medicinal products can be considered. Therefore we only considered the
Advocacy & for all other forms and with the plethora of evidence for this type, this limitation has an following:
Support unproportionate impact on assessing both the benefits and the risks of CBMPs which will lead
Services to low quality and inaccurate outcomes. . cannabis-based medicinal products as defined by the UK Government in November
2018
. the licensed products nabiximols (Sativex) and nabilone.
. plant-derived cannabinoids such as pure cannabidiol.
. synthetic compounds which are identical in structure to naturally occurring
cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.
Cannabis Evidence General General CPASS Recommend that special consideration also be given to patients with a diagnosed or | Thank you for your comment. Psychiatric disorders were out of scope for this guideline. The
Patient Review B suspected complex mental health condition, particularly Schizophrenia and other psychotic current research recommendations in the guideline will take into account safety of CBMPs
Advocacy & disorders. Specifically, around the dosage/ratio of THC:CBD which may include psychotic symptoms.
Support
Services
Cannabis Evidence General General CPASS are concerned that very limiting criteria have been set for acceptable evidence Thank you for your comment. NICE guideline recommendations are based on the best
Patient Review B throughout all evidence reviews (E.g. only 20 pieces of research for Pain, when we are aware | available evidence. Review questions guide the search for evidence, and the type of
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Advocacy & of many 1000s of high quality, peer reviewed and published studies for CBMPs and Pain) in evidence used depends on the type of question. For example, a randomised controlled trial is
Support order to draw any and all conclusions within this Guideline (there are over 20000 studies of often the most appropriate type of study to assess the efficacy or effectiveness (including
Services good quality already and easily available, as reviewed and summarised by Professor Mike cost effectiveness) of an intervention such as chronic pain. This is because all analgesia has
Barnes report from 2016 and more recently, the comprehensive CBMPs in Pain study a strong placebo effect. Therefore, studies should be double-blinded and randomised.
published by Nottingham University and The Centre for Medicinal Cannabis' cannabinoid
researcher, Dr Saoirse O'Sullivan (https://www.thecmcuk.org/pain-policy) and feel that it
would be helpful to understand why 99.98% of the available evidence has not been
considered.
Cannabis Evidence General General As RCTs are not an effective measure for the effectiveness of CBMPs, CPASS challenge the | Thank you for your comment. NICE guideline recommendations are based on the best
Patient Review B Eligibility criteria for study design being limited to RCTs along and recommend a wider set of | available evidence. Review questions guide the search for evidence, and the type of
Advocacy & criteria, particularly to include direct discussions and feedback from patients who have been evidence used depends on the type of question. For example, a randomised controlled trial is
Support consuming for many years. often the most appropriate type of study to assess the efficacy or effectiveness (including
Services cost effectiveness) of an intervention.
The guideline has added a recommendation advising prescribers to record details of
treatment, clinical outcomes and adverse effects for people prescribed cannabis-based
medicinal products, using local or national registrys. This will enable feedback from patients
to feed into the evidence base.
Cannabis Evidence 170 33-35 Itis indicated that the model does not consider productivity losses. Although this is consistent | Thank you for your comments. As per the manual for Developing NICE guidelines, the costs
Patient Review C with the NICE Reference Case, a sensitivity analysis could be presented to see what the in a guideline are calculated in line with the NHS and PSS perspective but do not include the
Advocacy & potential impact on results might be of including productivity costs. (Avalon Health Economics | wider societal perspective such as loss of productivity. The reason for this is that productivity
Support - John E. Schneider, PhD, Andrew Briggs, DPhil, Shawn Davies, MA) costs in our analyses would favour those interventions aimed at the working population. We
Services would then discriminate against the elderly, children, unemployed people and people with
disabilities.
Cannabis Evidence 175 1-29 The model relies quite heavily on a small number of clinical studies (e.g., Messina 2017; Patti | Thank you for your comments. The model considered all studies that reported relevant
Patient Review C 2016; Navotna 2011; Markova 2018). It is unclear whether the model estimates used to clinical evidence identified in the evidence review. Only four RCTs provided relevant data for
Advocacy & approximate cannabis response are consistent with other studies, or whether these might be | the response (30% improvement in NRS spasticity). In addition to the RCTs, the model also
Support considered reasonable given the preponderance of evidence. (Avalon Health Economics - considered evidence from a long-term patient registry. These studies, as well as the model
Services John E. Schneider, PhD, Andrew Briggs, DPhil, Shawn Davies, MA) results, are consistent with other included RCTs and show some clinical benefit of THC: CBD
sprays in treating spasticity. We have validated the model data with the committee as well as
submitted the report for peer-review with additional clinical experts during the consultation. As
such, we consider the model estimate to reflect best-available clinical evidence and
experience.
Cannabis Evidence 184 27 + Similar to the comment above in the chronic pain model, it is unclear whether the model Thank you for your comments. As described in the economic model report, the target
Patient Review C sufficiently takes into account the potential cost offsets that might be associated with CBMP population is defined as people for whom all available standard spasticity treatments have
Advocacy & use. (Avalon Health Economics - John E. Schneider, PhD, Andrew Briggs, DPhil, Shawn failed (Appendix M of the spasticity evidence review). Medicinal cannabis is only considered
Support Davies, MA) as the last treatment option as an add-on to the standard of care before the invasive or
Services surgical interventions in the economic model. As such, medicinal cannabis cannot displace
any other standard treatments. The model has considered potential cost saving from the
resource use of spasticity management.
Cannabis Evidence General General Whilst accepting that "Smoked cannabis-based products” are not permitted within the current | Thank you for your comment. This guideline is underpinned by legislation in terms of which
Patient Review C UK laws and regulations for CBMPs, CPASS feel that with the limited availability of evidence | cannabis based medicinal products can be considered. Therefore we only considered the
Advocacy & for all other forms and with the plethora of evidence for this type, this limitation has an following:
Support unproportionate impact on assessing both the benefits and the risks of CBMPs which will lead
Services to low quality and inaccurate outcomes. . cannabis-based medicinal products as defined by the UK Government in November
2018
. the licensed products nabiximols (Sativex) and nabilone.
. plant-derived cannabinoids such as pure cannabidiol.
. synthetic compounds which are identical in structure to naturally occurring
cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.
Cannabis Evidence General General CPASS Recommend that special consideration also be given to patients with a diagnosed or | Thank you for your comment. Psychiatric disorders were out of scope for this guideline. The
Patient Review C suspected complex mental health condition, particularly Schizophrenia and other psychotic current research recommendations in the guideline will take into account safety of CBMPs
Advocacy & disorders. Specifically, around the dosage/ratio of THC:CBD which may include psychotic symptoms.
Support
Services
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Cannabis Evidence General General CPASS are concerned that very limiting criteria have been set for acceptable evidence Thank you for your comments. The inclusion criteria for studies in each of our reviews is
Patient Review C throughout all evidence reviews (E.g. only 15 pieces of research for Spasticity, when we are based on a protocol that is agreed during the scoping process and with the experience of the
Advocacy & aware of many 100s of high quality, peer reviewed and published studies) in order to draw committee. The protocol for the spasticity review focused on RCT evidence and excluded any
Support any and all conclusions within this Guideline and feel that it would be helpful to understand cannabis-based medicinal products that were in schedule 1 of the 2001 regulations. The full
Services why the overwhelming majority of the available evidence has not been graded and protocol, including the inclusion and exclusion criteria for studies can be found in Appendix A
considered. of the evidence review.
Cannabis Evidence General General As RCTs are not an effective measure for the effectiveness of CBMPs, CPASS challenge the | Thank you for your comment. NICE guideline recommendations are based on the best
Patient Review C Eligibility criteria for study design being limited to RCTs along and recommend a wider set of | available evidence. Review questions guide the search for evidence, and the type of
Advocacy & criteria, particularly to include direct discussions and feedback from patients who have been evidence used depends on the type of question. For example, a randomised controlled trial is
Support consuming for many years. often the most appropriate type of study to assess the efficacy or effectiveness (including
Services cost effectiveness) of an intervention.
The guideline has added a recommendation advising prescribers to record details of
treatment, clinical outcomes and adverse effects for people prescribed cannabis-based
medicinal products, using local or national registtys. This will enable feedback from patients
to feed into the evidence base.
Cannabis Evidence General General Whilst accepting that "Smoked cannabis-based products" are not permitted within the current | Thank you for your comment. This guideline is underpinned by legislation in terms of which
Patient Review D UK laws and regulations for CBMPs, CPASS feel that with the limited availability of evidence | cannabis based medicinal products can be considered. Therefore we only considered the
Advocacy & for all other forms and with the plethora of evidence for this type, this limitation has an following:
Support unproportionate impact on assessing both the benefits and the risks of CBMPs which will lead
Services to low quality and inaccurate outcomes. . cannabis-based medicinal products as defined by the UK Government in November
2018
. the licensed products nabiximols (Sativex) and nabilone.
. plant-derived cannabinoids such as pure cannabidiol.
. synthetic compounds which are identical in structure to naturally occurring
cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.
Cannabis Evidence General General CPASS Recommend that special consideration also be given to patients with a diagnosed or | Thank you for your comment. Psychiatric disorders were out of scope for this guideline. The
Patient Review D suspected complex mental health condition, particularly Schizophrenia and other psychotic current research recommendations in the guideline will take into account safety of CBMPs
Advocacy & disorders. Specifically, around the dosage/ratio of THC:CBD which may include psychotic symptoms.
Support
Services
Cannabis Evidence General General CPASS are concerned that very limiting criteria have been set for acceptable evidence Thank you for your comments. The inclusion criteria for studies in each of our reviews is
Patient Review D throughout all evidence reviews. Only 15 pieces of research were accepted for Epilepsy, from | based on a protocol that is agreed during the scoping process and with the experience of the
Advocacy & a total of over 13000 RCTs and Observational studies ruling out 99.8% of available evidence | committee. The protocol for the epilepsy review included both RCT and observational
Support to draw all conclusions within this Guideline and feel that it would be helpful to understand evidence but excluded any cannabis-based medicinal products that were in schedule 1 of the
Services why broader evidence has not been considered. 2001 regulations. This review focused on people with severe treatment-resistant epilepsy and
not other forms of epilepsy. The full protocol, including the inclusion and exclusion criteria for
studies can be found in Appendix A of the evidence review.
Cannabis Evidence General General As RCTs are not an effective measure for the effectiveness of CBMPs, CPASS challenge the | Thank you for your comment. NICE guideline recommendations are based on the best
Patient Review D Eligibility criteria for study design being limited to RCTs along and recommend a wider set of | available evidence. Review questions guide the search for evidence, and the type of
Advocacy & criteria, particularly to include direct discussions and feedback from patients who have been evidence used depends on the type of question. For example, a randomised controlled trial is
Support consuming for many years. often the most appropriate type of study to assess the efficacy or effectiveness (including
Services cost effectiveness) of an intervention.

The guideline has added a recommendation advising prescribers to record details of
treatment, clinical outcomes and adverse effects for people prescribed cannabis-based
medicinal products, using local or national registrys. This will enable feedback from patients
to feed into the evidence base.
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Cannabis Evidence General General Whilst accepting that "Smoked cannabis-based products” are not permitted within the current | Thank you for your comment. This guideline is underpinned by legislation in terms of what

Patient Review E UK laws and regulations for CBMPs, CPASS feel that with the limited availability of evidence | cannabis based medicinal products can be considered. Therefore we only considered the

Advocacy & for all other forms and with the plethora of evidence for this type, this limitation has an following:

Support unproportionate impact on assessing both the benefits and the risks of CBMPs which will lead

Services to low quality and inaccurate outcomes. . cannabis-based medicinal products as defined by the UK Government in November
2018
. the licensed products nabiximols (Sativex) and nabilone.

. plant-derived cannabinoids such as pure cannabidiol.

. synthetic compounds which are identical in structure to naturally occurring
cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.
Furthermore, the guideline has added a recommendation advising prescribers to record
details of treatment, clinical outcomes and adverse effects for people prescribed cannabis-
based medicinal products, using local or national registrys. This will enable feedback from
patients to feed into the evidence base.

Cannabis Evidence General General CPASS Recommend that special consideration also be given to patients with a diagnosed or | Thank you for your comment. Psychiatric disorders were out of scope for this guideline. The

Patient Review E suspected complex mental health condition, particularly Schizophrenia and other psychotic current research recommendations in the guideline will take into account safety of CBMPs

Advocacy & disorders. Specifically, around the dosage/ratio of THC:CBD which may include psychotic symptoms.

Support

Services

Cannabis Evidence General General CPASS are concerned that very limiting criteria have been set for acceptable evidence Thank you for your comment. NICE guideline recommendations are based on the best

Patient Review E throughout all evidence reviews (E.g. only 20 pieces of research for Pain, when we are aware | available evidence. Review questions guide the search for evidence, and the type of

Advocacy & of many 1000s of high quality, peer reviewed and published studies for CBMPs and Pain) in evidence used depends on the type of question. For example, a randomised controlled trial is

Support order to draw any and all conclusions within this Guideline (there are over 20000 studies of often the most appropriate type of study to assess the efficacy or effectiveness (including

Services good quality already and easily available, as reviewed and summarised by Professor Mike cost effectiveness) of an intervention such as chronic pain. This is because all analgesia has

Barnes report from 2016 and more recently, the comprehensive CBMPs in Pain study a strong placebo effect. Therefore, studies should be double-blinded and randomised.
published by Nottingham University and The Centre for Medicinal Cannabis' cannabinoid

researcher, Dr Saoirse O'Sullivan (https://www.thecmcuk.org/pain-policy) and feel that it

would be helpful to understand why 99.98% of the available evidence has not been

considered.

Cannabis Evidence General General As RCTs are not an effective measure for the effectiveness of CBMPs, CPASS challenge the | Thank you for your comment. NICE guideline recommendations are based on the best

Patient Review E Eligibility criteria for study design being limited to RCTs along and recommend a wider set of | available evidence. Review questions guide the search for evidence, and the type of

Advocacy & criteria, particularly to include direct discussions and feedback from patients who have been evidence used depends on the type of question. For example, a randomised controlled trial is

Support consuming for many years. often the most appropriate type of study to assess the efficacy or effectiveness (including

Services cost effectiveness) of an intervention.

The guideline has added a recommendation advising prescribers to record details of
treatment, clinical outcomes and adverse effects for people prescribed cannabis-based
medicinal products, using local or national registrys. This will enable feedback from patients
to feed into the evidence base.

Cannabis Guideline 1 7 CPASS fail to understand the benefit in limiting “nausea and vomiting” to “intractable” and Thank you for your comment. During the development of the scope, intractable nausea and

Patient only related to “chemotherapy-induced” All medical professionals we have consulted have vomiting was identified as a key issue. Therefore, review questions were drafted to look at

Advocacy & said that if there is the potential for a CBMP to work for a symptom, then that potential covers | the effectiveness, safety and harms of cannabis based medicinal products in people with

Support ALL conditions where the symptom is being experienced? intractable nausea and vomiting.

Services During the development of the review, the majority of evidence identified examined
chemotherapy induced nausea and vomiting and only 1 study was identified for radiotherapy
induced nausea and vomiting. Based on the available evidence the committee made
recommendations for chemotherapy induced nausea and vomiting but did acknowledge the
lack of evidence for other causes of intractable nausea and vomiting and drafted a research
recommendation.

Cannabis Guideline 1 7 CPASS fail to understand why epilepsy is limited to severe treatment-resistant types only? Thank you for your comments. The scope of this guideline was to examine the effectiveness

Patient We are in agreement with all medical professionals we have consulted that if there is the of CBMP for the people who it was thought would have the most benefit and so severe

Advocacy & potential for a CBMP to work for a symptom, then that potential covers ALL conditions where | treatment-resistant epilepsy was identified. The committee discussed whether the results of

Support the symptom is being experienced? the research could be applied to other types of epilepsy. However, they were concerned that

Services although different types of epilepsy may have some common mechanisms, there are

differences in underlying pathologies that mean they could not confidently apply the results to
other epilepsy syndromes.
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Cannabis Guideline 10 3 | think recommendation for further research can be broader and include effectiveness and Thank you for your comment. The scope of this guideline included cannabis-based medicinal
Patient safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, oils products:
édvoc?tcy & and flower, and the guidelines could specifically recommend the use of a Phase IV clinical .2018 R car:ntz?\bis-based products for medicinal use as set out by the UK Government in the
uppo . . : - o . egulations
SeEvF;ces trial reg|str¥/surve|llance study of cl|n|ca.l practice in terms of d|ffe.rent types of CBMPs, . t%e licensed products delta-9-tetrahydrocannibinol and cannabidiol (Sativex) and
prescribed in concordance between patients and healthcare providers, in England or the UK. nabilone
A registry could facilitate the prescription and access of CBMPs while at the same time build | . plant-derived cannabinoids such as pure cannabidiol (CBD)
up the evidence base in terms of benefits and risks across a range of conditions in a real . synthetic compounds which are identical in structure to naturally occurring
world setting, rather than the limited evidence obtained from the restricted samples and cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example, dronabinol.
environment of Phase I-1lI clinical trials of specific CBMP compounds. It is important that All other cannabis-based products were excluded from the scope of this guideline.
research is not just conducted with products developed and marketed by pharmaceutical The committee agreed that an additional recommendation on a national or local registry was
companies, but that cost-effectiveness studies consider the use of other products that come .T.ﬁ?deq o . .
) . . is will facilitate an improved evidence base for CBMPs.
at a much lower price-point. (I can speak both as a researcher - my credentials are PhD,
CPsychol and over 10 years experience) and from experience as a patient or carer)
Cannabis Guideline 10 5 | think recommendation for further research can be broader and include effectiveness and Thank you for your comment. The scope of this guideline included cannabis-based medicinal
Patient safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, oils products:
g‘dVOC?tCy & and flower, and the guidelines could specifically recommend the use of a Phase IV clinical .2018 R car?nta_lbis-based products for medicinal use as set out by the UK Government in the
uppo ) . . . o : egulations
Sefvﬁces trial regstry/surveﬂlance study of cl|n|ca.l practice in terms of dlffe.rent types of CBMPs, . t?\e licensed products delta-9-tetrahydrocannibinol and cannabidiol (Sativex) and
prescribed in concordance between patients and healthcare providers, in England or the UK. nabilone
A registry could facilitate the prescription and access of CBMPs while at the same time build | . plant-derived cannabinoids such as pure cannabidiol (CBD)
up the evidence base in terms of benefits and risks across a range of conditions in a real . synthetic compounds which are identical in structure to naturally occurring
world setting, rather than the limited evidence obtained from the restricted samples and cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example, dronabinol.
environment of Phase I-1lI clinical trials of specific CBMP compounds. It is important that All other cannabis-based products were excluded from the scope of this guideline.
research is not just conducted with products developed and marketed by pharmaceutical The committee agreed that an additional recommendation on a national or local registry was
companies, but that cost-effectiveness studies consider the use of other products that come .T.ﬁ(.adec.j' . . .
, ) : is will facilitate an improved evidence base for CBMPs.
at a much lower price-point. (I can speak both as a researcher - my credentials are PhD,
CPsychol and over 10 years experience) and from experience as a patient or carer)
Cannabis Guideline 10 8 | think recommendation for further research can be broader and include effectiveness and Thank you for your comment. The scope of this guideline included cannabis-based medicinal
Patient safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, oils | products:
édvoc?tcy & and flower, and the guidelines could specifically recommend the use of a Phase IV clinical .2018 R car:nta_lbis-based products for medicinal use as set out by the UK Government in the
uppo . . : i Co . egulations
SerF')vFi)ces trial re.g|str¥/surve|llance study of cI|n|ca.I practice in terms of dlfferent types of CBMPs, . tgr]\e licensed products delta-9-tetrahydrocannibinol and cannabidiol (Sativex) and
prescribed in concordance between patients and healthcare providers, in England or the UK. nabilone
A registry could facilitate the prescription and access of CBMPs while at the same time build | . plant-derived cannabinoids such as pure cannabidiol (CBD)
up the evidence base in terms of benefits and risks across a range of conditions in a real . synthetic compounds which are identical in structure to naturally occurring

world setting, rather than the limited evidence obtained from the restricted samples and
environment of Phase I-lll clinical trials of specific CBMP compounds. It is important that
research is not just conducted with products developed and marketed by pharmaceutical
companies, but that cost-effectiveness studies consider the use of other products that come
at a much lower price-point. (I can speak both as a researcher - my credentials are PhD,
CPsychol and over 10 years experience) and from experience as a patient or carer)

cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example, dronabinol.

All other cannabis-based products were excluded from the scope of this guideline.

The committee agreed that an additional recommendation on a national or local registry was
needed. This will facilitate an improved evidence base for CBMPs.
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Cannabis Guideline 10 22 | think recommendation for further research can be broader and include effectiveness and Thank you for your comment. The scope of this guideline included cannabis-based medicinal
Patient safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, oils products:
édvoc?tcy & and flower, and the guidelines could specifically recommend the use of a Phase IV clinical .2018 R car:ntz?\bis-based products for medicinal use as set out by the UK Government in the
uppo : . . - o . egulations

SeEvF;ces trial reg|str¥/surve|llance study of cl|n|ca.l practice in terms of d|ffe.rent types of CBMPs, . t%e licensed products delta-9-tetrahydrocannibinol and cannabidiol (Sativex) and

prescribed in concordance between patients and healthcare providers, in England or the UK. nabilone

A registry could facilitate the prescription and access of CBMPs while at the same time build . plant-derived cannabinoids such as pure cannabidiol (CBD)

up the evidence base in terms of benefits and risks across a range of conditions in a real . synthetic compounds which are identical in structure to naturally occurring

world setting, rather than the limited evidence obtained from the restricted samples and cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example, dronabinol.

environment of Phase I-1lI clinical trials of specific CBMP compounds. It is important that All other cannabis-based products were excluded from the scope of this guideline.

research is not just conducted with products developed and marketed by pharmaceutical . » ) . .

. . . . The committee agreed that an additional recommendation on a national or local registry was
companies, but that cost-effectiveness studies consider the use of other products that come N Y . :
, ) : needed. This will facilitate an improved evidence base for CBMPs.

at a much lower price-point. (I can speak both as a researcher - my credentials are PhD,

CPsychol and over 10 years experience) and from experience as a patient or carer)
Cannabis Guideline 11 6 | think recommendation for further research can be broader and include effectiveness and Thank you for your comment. The scope of this guideline included cannabis-based medicinal
Patient safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, oils products:
g‘dVOC?tCy & and flower, and the guidelines could specifically recommend the use of a Phase IV clinical .2018 R car?nta_lbis-based products for medicinal use as set out by the UK Government in the

uppo : . . - o . egulations

Sefvﬁces trial regstry/surveﬂlance study of cl|n|ca.I practice in terms of dlffe_rent types of CBMPs, . t?\e licensed products delta-9-tetrahydrocannibinol and cannabidiol (Sativex) and

prescribed in concordance between patients and healthcare providers, in England or the UK. nabilone

A registry could facilitate the prescription and access of CBMPs while at the same time build . plant-derived cannabinoids such as pure cannabidiol (CBD)

up the evidence base in terms of benefits and risks across a range of conditions in a real . synthetic compounds which are identical in structure to naturally occurring

world setting, rather than the limited evidence obtained from the restricted samples and cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example, dronabinol.

environment of Phase I-lll clinical trials of specific CBMP compounds. It is important that All other cannabis-based products were excluded from the scope of this guideline.

research is not just conducted with products developed and marketed by pharmaceutical ) . i i ,

. . . : The committee agreed that an additional recommendation on a national or local registry was
companies, but that cost-effectiveness studies consider the use of other products that come 9 o X .
) i i also needed This will facilitate an improved evidence base for CBMPs.

at a much lower price-point. (I can speak both as a researcher - my credentials are PhD,

CPsychol and over 10 years experience) and from experience as a patient or carer)
Cannabis Guideline 12 1 The guideline states that there was a lack of evidence on longer-term adverse events, such Thank you for your comment. Long-term adverse events are considered for all
Patient as dependence and the development of psychological disorders but has not provided any pharmacological interventions. Cannabis-based medicinal products as defined by the
Advocacy & rationale on why this considered such a special concern for CBMPs. government are unlicensed medications and the safety and efficacy has not been established
Support There is no evidence that in balanced (Eg: Sativex) or moreover low doses of THC (which is for products other than nabilone and Sativex. The international guidelines included as part of
Services found naturally in Hemp seed Qil) has any associated risk and it is surely not standard the review all list risk of dependence as a treatment factor and the guideline committee made

practise to apply risks associated with chronic use of an illicit drug to that of a quality, a recommendation for this to be a factor to think about when prescribing.

standardised medicine under the supervision of a medical professional?

CPASS request that this is reviewed
Cannabis Guideline 13 14 CPASS are concerned that ALL recommendations are based on a very limited selection of Thank you for your comment. NICE guideline recommendations are based on the best
Patient published, quality and peer reviewed evidence from around the world. The Guideline states, available evidence. Review questions guide the search for evidence, and the type of
Advocacy & for instance, that “some evidence showed that cannabis-based medicinal products reduce evidence used depends on the type of question. For example, a randomised controlled trial is
Support chronic pain, but the treatment effect was modest.” and adds that in spite of the often the most appropriate type of study to assess the efficacy or effectiveness (including
Services overwhelming evidence to the contrary from around the world that the evidence reviewed did | cost effectiveness) of all pharmacological treatments across different conditions including

not show a reduction in opioid use in people prescribed medicinal cannabis.

Frankly, this is highly inaccurate and ill-informed. This appears to relate only to limited RCT

data which are inappropriate for measuring the efficacy of CBMPs.

If only one formulation of CBMP is trialled against placebo, the results will always be limited,
however, where a range of balances has been offered in alternative trials, efficacy is seen to
improve from ~20% to ~80%.

There is good quality evidence, increasing over time that shows where US States and other
jurisdictions have introduced an easy access medical cannabis policy, opiate-related deaths
and addiction have reduced by an average of 24.8%.

chronic pain. This is because all analgesia has a strong placebo effect. Therefore, studies
should be double-blinded and randomised.

Our systematic review of RCTs found that the outcomes for opioid usage were not
statistically significant.
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https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/1898878

Further studies have since validated these results and it can be seen that these benefits are
continuing to increase.

We request that should NICE be unwilling to accept and include this evidence then a
rationale should be provided to explain to patients as to why?

The number of deaths and other related issues with Opiate medications is on the rise in the
UK and this represents an enormous and critical opportunity to address this before it
becomes any worse. Almost without exception, our patients tell us that the consumption of a
CBMP (whether legally sourced or not) has immediately and significantly reduced their use of
and dependency on other more harmful medications. This can be evidenced by the results
and patient feedback during two UK patient surveys in 2016 and 2018 the raw data from
which CPASS would be happy to provide for analysis.

Here is a list of the Top 25 Medications that patients report reducing or in most cases
replacing with Cannabis:

Tramadol (10% of ALL medical cannabis patients)
Gabapentin
Pregabalin
Amitriptyline
Sertraline
Codeine
Paracetamol
Naproxen
Citalopram
Diazepam
Amitriptyline
Morphine
Mirtazapine
Anti-depressants
Duloxetine
Fluoxetine
Co-Codamol
Pain-killers
Co-co-codamol
Ibuprofen
Omeprazole
Oramorph
Dihydrocodeine
Propranolol
Baclofen

One producer we have spoken to in the US, Columbia Care, whom we would be happy to
introduce you to, has data on over 40000 patients in the US for whom 99% have successfully
transitioned from opiates to CBMPs and are managing their pain more effectively and with
significantly less unwanted side-effects.

Cannabis
Patient
Advocacy &
Support
Services

Guideline

13

19

The Guideline states that because the number of people who might benefit is large and the
cost potentially high, an economic model was developed to compare benefits with the
potential costs. In all cases, the potential benefits offered were small compared with the high
and ongoing costs, and so the products were not an effective use of NHS resources and adds
that the evidence showed benefits of THC:CBD spray (licensed product in UK: Sativex®) for

Thank you for your comments. The economic model is based on the best available evidence
in spasticity, which is mostly on THC: CBD spray (Sativex). NICE welcomes the upcoming
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treating spasticity” but since Sativex® is little more than a 1:1 THC:CBD biological extract CBMPs in the near future. However, until there is published clinical evidence to show the
CBMP (it is made from full plant), effectiveness of these products, NICE cannot consider them in our analysis.
CPASS suggest recommending one of the many other similar products that are currently After publication of the consultation draft of the guideline, the manufacturer reduced the list
available at less than 1/5th of the price of Sativex as this would radically change this price of THC:CBD spray, and this had an important impact on our assessment of its cost
recommendation? effectiveness. In light of stakeholder comments, the committee also reviewed their estimates
CPASS is currently in the process of producing an economic case for CBMPs with qualified of likely resource use associated with spasticity symptoms. The committee are now able to
health economists which we will publish and share with NICE in due course, but for now, as a | make a more positive recommendation.
most pertinent example:
In the US where Multiple Sclerosis (MS) patients, who constitute just 6% of those who report
benefit, have access to cannabis, around 25% replace their existing suite of medications. The
average MS patient costs ~£30k per year in medications alone and the cost of cannabis is
~£6k per year, representing a saving of £24k per patient per year. The UK has ~100k MS
patients so represents a potential saving of (£24k * 25% of 100k) £600m per year to the NHS
for prescription medications alone. Imagine what the saving might be if this included the other
94% of patients? Of course, when your existing processes only take a single symptom into
consideration rather than looking at how cannabis can help manage multiple conditions
simultaneously and if the only figures you use for costs are based on a product costing 5 to
10 times more than other similar and available products (Sativex®) it is going to be
impossible to make this case.
CPASS strongly recommend to NICE that they review how these calculations are made and
perform another review as soon as possible.
Cannabis Guideline 15 31 The Guideline goes on to state that other CBMPs should not be used to treat spasticity Thank you for your comment. After publication of the consultation draft of the guideline, the
Patient unless used in the context of a clinical trial. This recommendation was apparently needed to manufacturer reduced the list price of THC:CBD spray, and this had an important impact on
Advocacy & ensure that other products were not used as an alternative to THC:CBD spray (Sativex®) our assessment of its cost effectiveness. In light of stakeholder comments, the committee
Support without sufficient evidence of their effects and associated costs. This is not a reasonable also reviewed their estimates of likely resource use associated with spasticity symptoms. The
Services rationale and seems to us to be rather protective of a single product. There are many other committee are now able to make a more positive recommendation.
products with almost the same makeup as Sativex®. What is the rationale for treating this
differently? Sativex® is simply a very expensive CBMP. The safety data will be identical in all
similar products?
Cannabis Guideline 16 17 The guideline states that current research is limited and of low quality, making it difficult to . . . :
Patient assess just how effective these products are for people. CPASS, along with many qualified Thapk you for your comments. We included evidence from a number of obser_vatlona-l studies
J p peop ; g yq
Advocacy & experts and medical professionals in this field suggest that we MUST move beyond our W't.hm ourreview but the committee were concerned.that these were low quality studies
Support exclusive reliance on RCT data and given that this was raised with NICE many months ago which did not_ include any control groups. The comm|_tt§e appreciated that some p_eople have
. . ) . ' ; hown benefits from the use of cannabis-based medicinal products and so they did not make
Services during the scoping consultation, we are very disappointed that seems to have been S . ; . ; pf y
completely ignored. a re.cpmmendatlgn against their use. H(_)wever,.they did not feel that current evidence was
sufficient to confidently recommend their use either.
Although the committee did not make a recommendation for the use of cannabis-based
medicinal products they did make research recommendations to investigate the effectiveness
of CBD and of CBD:THC for the treatment of epilepsy. These research recommendations are
aimed at improving the quality of evidence so that future committees will be able to make
more evidence-based decisions on the use of cannabis-based medicinal products.
Cannabis Guideline 4 4 This should definitely be used with chemotherapy. Anything which can help patients Thank you for your comment.
Patient undergoing treatment. (I can speak from experience as a qualified medic)
Advocacy &
Support
Services
Cannabis Guideline 4 12 There is very little effective treatment out there for patients. The data, although not in the Thank you for your comment. RCTs are the best studies for assessing medicinal cannabis.
Patient correct type, i.e, RCT does suggest that CBMPs are useful and effective in managing chronic | This is bepause all analgesig has a strong placebo effect. Therefore, studies should be
Advocacy & / persistent pain. Patients are increasingly frustrated and upset with the current state of double-blinded and randomised.
ngvﬁggs chronic pain provision and management. (I can speak from experience as a qualified medic)
Cannabis Guideline 4 4 A core tenant of NHS England's commitment to providing patient/person centred care is to Thank you for your comment and for providing ESMO’s guidance for the prevention of
Patient chemotherapy induced nausea and vomiting. The NICE guideline committee recommended
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Advocacy & involve patients in their treatment decisions. To do this, all treatment options should be to consider nabilone as an add-on treatment if nausea and vomiting persists with optimised
Support presented and discussed with the patient so that the most suitable combination for that conventional antiemetics. This does not contradict the ESMO guidance and other guidance
Services individual is prescribed. Patients who are suffering from chemotherapy-induced nausea and available which specify treatment options for antiemetic therapy, as nabilone is .
vomiting, two of the most distressing side-effects of cancer chemotherapy, who are interested recommended to be considered as an add-on treatment if nausea and vomiting persists after
: . ) , ) . . optimised antiemetic therapy. The recommendation is a consider recommendation, and the
in trying a CBMP to alleviate their suffering should have the right to do that. The option of person and healthcare practitioner should discuss and consider all treatment options.
adding a CBMP onto an existing treatment regime with other conventional antiemetics should | Fyrthermore, the scope of this guideline included the following cannabis-based medicinal
also be considered. There is no justification for forcing those patients who could benefit from products:
CBMP, and who would like to try a CBMP alone or in combination with conventional . cannabis-based products for medicinal use as set out by the UK Government in the
antiemetics, onto other treatment combinations for prolonged periods of time, which risk 2018 Regulations
causing unnecessary and avoidable suffering with significant impact on health related quality ;abilonethe licensed products delta-9-tetrahydrocannibinol and cannabidiol (Sativex) and
of life. . plant-derived cannabinoids such as pure cannabidiol (CBD)
. synthetic compounds which are identical in structure to naturally occurring
Indeed, ESMO's clinical practice guidelines for the management of chemotherapy induced cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example, dronabinol.
nausea and vomiting recommends "Antiemetics are most effective when used
prophylactically. Therefore, it is preferable to use maximally effective antiemetics as first-line | Evidence on the use of following products for intractable nausea and vomiting was found:
therapy rather than withholding more effective * Tetrahydrocannabinol (THC) .
antiemetics for later use at the time of antiemetic failure” (Roila, F., et al. Ann Oncol (2016) 27 | E(ra:)r::gic:]r;cannablnol (THC) plus prochlorperazine
(suppl 5): v1 19-v13§). In addition, for patlepts who develop an anhm_pgtory response through | , Dronabinol plus prochlorperazine
the repeated experience of chemotherapy induced nausea and vomiting, the nausea and . Nabilone
vomiting becomes difficult to control by
pharmacological treatment. Therefore, ESMO states that the best approach for the prevention | Based on the available evidence and their clinical experience, the committee recommended
of anticipatory nausea and vomiting is the best possible control of acute and delayed nausea | for nabilone to be considered as an add-on treatment if nausea and vomiting persists after
and vomiting up front (Roila, F., et al. Ann Oncol (2016) 27 (suppl 5): v119-v133). The draft optimised.antie.metic therapy. Other products were not recommended due to a lack of or
NICE guidelines are providing recommendations for NHS England that are in direct poor-quality evidence.
opposition to European clinical practice guidance.
To limit the recommendation to nabilone only is an oversight from NICE about the potential
benefits of other plant derived and whole plant products, which often come at a lower price-
point and have the potential benefit of the combined effect from the broad spectrum of
cannabinoids, terpenes and flavonoids of the whole plant. Like with any other
pharmacological treatment, different treatments work for different people, and prescribers and
patients have to work together to figure out what works for an individual. Patients should have
the same right to try different CBMPs that could be made available if facilitated by legal and
regulatory process, synthetic compounds, plant derived, whole plant extracts, oils and flower,
to find the formulation that best fit their needs and individual response to the CBMPs.
Cannabis Guideline 4 12 CPASS feel that if any progress is ever to be made in helping patients to access CBMPs Thank you for your comment. A ‘do not use’ recommendation was based on the evidence
Patient then, to offer a direct instruction NOT to prescribe them should be reconsidered to reflect less | which showed that the potential benefits of these products were small compared with the high
Advocacy & absolute wording, such as "NICE do not recommend" rather than "Do not offer" and ongoing costs. Therefore, the committee recommended that nabilone, dronabinol, THC
Support and a combination of CBD and THC should not be offered.
Services
Cannabis Guideline 4 12 A core tenant of NHS England's commitment to providing patient/person centred care is to Thank you for your comment. Some of the cannabis preparations listed are out of scope for
Patient involve patients in their treatment decisions. To do this, all treatment options should be this review.
Advocacy & presented and discussed with the patient so that the most suitable combination for that Recommendation 1.5.10 in the guideline outlines the importance of shared decision making.
ngvﬁggs individual is prescribed. Chronic pain is very difficult to manage and the available treatments The RCT data that we reviewed favours some types of medicinal cannabis for managing

cause sever and debilitating side effects. Patients who are suffering from chronic pain who
have been using, or are interested in trying a CBMP, including synthetic compounds, plant
derived, whole plant extracts, oils and flower, to alleviate their suffering should have the right
to do that. There is no justification for forcing those patients who could benefit from CBMP,

chronic pain compared to placebo. However, although this reaches statistical significance,
the effect size is so small that individual people are unlikely to notice any difference. For
example, pain intensity is measured on a scale of 0 to 10, 0 being no pain and 10 being
maximum pain. In order for a person to notice any difference, analgesia should reduce pain

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of
the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees

37 of 213



Cannabis-based medicinal products

Consultation on draft guideline - Stakeholder comments table

08/08/19 to 05/09/19
Stakeholder Document | Page No | Line No Comments Developer’s response
and who would like to try a CBMP alone or in combination with other treatments, onto other intensity by at least 2 or even 3 points. Most pain intensity effect sizes were either statistically
treatment combinations for prolonged periods of time, which risk causing unnecessary and insignificant (oral delta-9-THC, oromucosal THC, vaporised THC (minimal CBD), vaporised
avoidable suffering with significant impact on health related quality of life. (I can speak both THC:CBD, Vapo”lsegg_?_a (mmm;]al T"(')C)), 0][_ they caused |:933 than ah2 p;omtlpaln intensity
as a researcher - my credentials are PhD, CPsychol and over 10 years experience) and from Qrop (promucosa CBD:THC) or t. & 95% confidence interval crossed the 2 point pain
. . intensity drop threshold (oral nabilone).
experience as a patient or carer)
The cost of medicinal cannabis for chronic pain is around 6 times greater than the NHS would
normally deem an efficient use of resources.
Cannabis Guideline 5 1 The field would benefit from more data being collected on the prescribing, use, effectiveness Thank you for your comment This guideline is underpinned by legislation in terms of what
Patient and safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, cannabis based medicinal products can be considered. Therefore we only considered the
édvoc?tcy & oils and flower, and the guidelines could specifically recommend the use of a Phase IV following:
Services chmca! trlal.reglstry/survelllance study OT clinical practice in terms.of d|fffarent types of CBMPs, | | cannabis-based medicinal products as defined by the UK Government in November
prescribed in concordance between patients and healthcare providers, in England or the UK. | 5544
A registry could facilitate the prescription and access of CBMPs while at the same time build | . the licensed products nabiximols (Sativex) and nabilone.
up the evidence base in terms of benefits and risks across a range of conditions in a real . plant-derived cannabinoids such as pure cannabidiol.
world setting, rather than the limited evidence obtained from the restricted samples and . synthetic compounds which are identical in structure to naturally occurring
environment of Phase I-Ill clinical trials of specific CBMP compounds. (I can speak both as a | cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.
researcher - my credentials are PhD, CPsychol and over 10 years experience) and from L . " ) .
. ) The guideline has added a recommendation advising prescribers to record details of
experience as a patient or carer) . ) )
treatment, clinical outcomes and adverse effects for people prescribed cannabis-based
medicinal products, using local or national registrys. This will enable feedback from patients
to feed into the evidence base.
Cannabis Guideline 5 1 CBD is safe and unlikely to cause any significant harm to patients. There should definitely be | Thank you for your comment.
Patient trials especially in a primary care setting. (I can speak from experience as a qualified medic)
Advocacy &
Support
Services
Cannabis Guideline 5 4 To limit the recommendation to Sativex only is an oversight from NICE about the potential Thank you for your comment. After publication of the consultation draft of the guideline, the
Patient benefits of other CBMPs, including plant derived and whole plant products, which often come | manufacturer reduced the list price of THC:CBD spray, and this had an important impact on
Advocacy & at a lower price-point than compounds marketed by pharmaceutical companies, and have the | OUr assessment of its cost effectiveness. In light of stakeholder comments, the committee
Support potential benefit of the combined effect from the broad spectrum of cannabinoids, terpenes also rgwewed their estimates of likely resource use associated W'th spasticity symptoms. The
Services . . . . ) committee are now able to make a more positive recommendation.
and flavonoids of the whole plant. Like with any other pharmacological treatment, different
treatments work for different people, and prescribers and patients have to work together to
figure out what works for an individual. Patients suffering from plasticity from MS should have
the same right to try different CBMPs that could be made available if facilitated by legal and
regulatory process to find the formulation that best fit their needs and individual response to
different CBMPs. (I can speak both as a researcher - my credentials are PhD, CPsychol and
over 10 years experience) and from experience as a patient or carer)
Cannabis Guideline 5 7 The field would benefit from more data being collected on the prescribing, use, effectiveness | Thank you for your comments. We agree that more evidence is needed on the effectiveness
Patient and safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, and safety of cannabis-based medicinal products. For this reason we have included 8
Advocacy & oils and flower, and the guidelines could specifically recommend the use of a Phase IV research recommendations, each designed to increase understanding of the effectiveness of
Support clinical trial registry/surveillance study of clinical practice in terms of different types of CBMPs, these prOdUCt.S for the conditions cpvered in this gmdehne_. The resear_ch r_ecommendahons
Services can be found in the Recommendations for Research section of the guideline.

prescribed in concordance between patients and healthcare providers, in England or the UK.
A registry could facilitate the prescription and access of CBMPs while at the same time build
up the evidence base in terms of benefits and risks across a range of conditions in a real
world setting, rather than the limited evidence obtained from the restricted samples and
environment of Phase I-lll clinical trials of specific CBMP compounds. (I can speak both as a
researcher - my credentials are PhD, CPsychol and over 10 years experience) and from
experience as a patient or carer)

The committee agreed that an additional recommendation on a national or local registry was
needed. This will facilitate an improved evidence base for CBMPs.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of

the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees

38 of 213




Cannabis-based medicinal products

Consultation on draft guideline - Stakeholder comments table

08/08/19 to 05/09/19
Stakeholder Document | Page No | Line No Comments Developer’s response
Cannabis Guideline 5 1 CPASS feel that if any progress is ever to be made in helping patients to access CBMPs Thank you for your comment. The RCT data that we reviewed favours some types of
Patient then, to offer a direct instruction NOT to prescribe them should be reconsidered to reflect less | medicinal cannabis for managing chronic pain compared to placebo. However, although this
Advocacy & absolute wording, such as "NICE do not recommend" rather than "Do not offer" reaches statistical significance, the effect size is so small that individual people are unlikely to
Support notice any difference. For example, pain intensity is measured on a scale of 0 to 10, 0 being
Services no pain and 10 being maximum pain. In order for a person to notice any difference, analgesia
should reduce pain intensity by at least 2 or even 3 points. Most pain intensity effect sizes
were either statistically insignificant (oral delta-9-THC, oromucosal THC, vaporised THC
(minimal CBD), vaporised THC:CBD, vaporised CBD (minimal THC)), or they caused less
than a 2 point pain intensity drop (oromucosal CBD:THC) or the 95% confidence interval
crossed the 2 point pain intensity drop threshold (oral nabilone).
The cost of medicinal cannabis for chronic pain is around 6 times greater than the NHS would
normally deem an efficient use of resources.
Cannabis Guideline 5 4 CPASS feel that if any progress is ever to be made in helping patients to access CBMPs Thank you for your comment. After publication of the consultation draft of the guideline, the
Patient then, to offer a direct instruction NOT to prescribe them should be reconsidered to reflect less | manufacturer reduced the list price of THC:CBD spray, and this had an important impact on
Advocacy & absolute wording, such as "NICE do not recommend" rather than "Do not offer" our assessment of its cost effectiveness. In light of stakeholder comments, the committee
Support also reviewed their estimates of likely resource use associated with spasticity symptoms. The
Services committee are now able to make a more positive recommendation.
Cannabis Guideline 5 7 CPASS feel that if any progress is ever to be made in helping patients to access CBMPs Thank you for your comment. After publication of the consultation draft of the guideline, the
Patient then, to offer a direct instruction NOT to prescribe them should be reconsidered to reflect less | manufacturer reduced the list price of THC:CBD spray, and this had an important impact on
Advocacy & absolute wording, such as "NICE do not recommend" rather than "Do not offer" our assessment of its cost effectiveness. In light of stakeholder comments, the committee
Support also reviewed their estimates of likely resource use associated with spasticity symptoms. The
Services committee are now able to make a more positive recommendation.
Cannabis Guideline 6 3 General Practitioners with an interest in Pain Management should be able to prescribe. (I can | Thank you for your comment.
Patient speak from experience as a qualified medic) This recommendation is underpinned by legislation in terms of who can start the treatment.
Advocacy & Once the specialist has started treatment, this may then be taken over by the GP as part of a
Support shared care arrangement.
Services
Cannabis Guideline 6 4 General Practitioners should be able to prescribe. We deal with the majority of prescription in | Thank you for your comment.
Patient the NHS. We are the experts in prescribing. (I can speak from experience as a qualified This recommendation is underpinned by legislation in terms of who can start the treatment.
Advocacy & medic) Once the specialist has started treatment, this may then be taken over by the GP as part of a
Support shared care arrangement.
Services
Cannabis Guideline 6 10 Shared care drugs already have a role in primary care. (I can speak from experience as a Thank you for your comment
Patient qualified medic)
Advocacy &
Support
Services
Cannabis Guideline 6 14 Safety mechanisms are already embedded in computer software in Primary Care. (I can Thank you for your comment
Patient speak from experience as a qualified medic)
Advocacy &
Support
Services
Cannabis Guideline 6 3 CPASS are pleased to see that it has been made clear that prescribing is not limited to Thank you for your comment. Health Education England have developed a training package
Patient specialists so that under their supervision, other healthcare professionals such as GPs have for clinicians to support them when prescribing cannabis-based medicinal products.
Advocacy & the right to prescribe but make the point that unlike the introduction of any other medicine into
Support our healthcare system, cannabis has been consumed by many thousands of patients for
Services many years and their expertise must be sought, accepted and explored.

The most efficient way for this to happen will be where patients meet front-line healthcare
services such as nurses, pharmacists and GPs as that is where the most productive
therapeutic conversations between patients and our health care system take place.

CPASS strongly recommend that education into CBMPs be made available to all levels within
our healthcare systems.
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Cannabis Guideline 7 24 | think the guidelines should instead make the recommendation that potential drug-drug- Thank you for your comment. The recommendation has been amended to reflect your
Patient interactions is investigated and that appropriate advice in terms of other products is based on | comment.
Advocacy & that. If needed, monitoring of potential adverse interaction should be done by healthcare
g:fvﬁggs provider and that strategies for managing these are discussed with the patient. (I can speak

both as a researcher - my credentials are PhD, CPsychol and over 10 years experience) and

from experience as a patient or carer)
Cannabis Guideline 7 8 CPASS highlight that from many years’ experience working with self-medicating cannabis Thank you for your comment. According to NHS England, cannabis-based products for
Patient patients, it is highly likely that patients will continue to supplement their prescribed medicinal use are only prescribed to people where there is an unmet clinical need and
Advocacy & medications with illicit and/or other sources of cannabis-based products. The associated risks | established treatment options have been exhausted. Clinicians work with their individual
Support of this should be taken into consideration: patients or their carers to agree the best treatment, taking into account the clinical evidence
Services 1: The lack of information on strength and quality base, GMC prescribing guidance on licensed, off label and unlicensed medicines, and local

2: the risks that continued exposure to the criminal market will subject the patent to medicines governance systems. This is in line with normal clinical practice.

Ultimately any decision not to prescribe a CBMP to a patient constitutes a decision to leave

the patient exposed to these risks, which should be considered in any risk/benefit analysis.
Cannabis Guideline 7 20 The guideline makes strong references to the potential impact on psychological, emotional Thank you for your comment. The rationale for the recommendation you refer to has been
Patient and cognitive development and on structural and functional brain development, however, amended to reflect your comment.
Advocacy & there is no quality evidence of any such impact from low THC dose CBMPs and in fact, all of
Support the research that has highlighted these risks is based on smokable forms of cannabis with
Services unknown quality and strength and in the vast majority of cases, mixed with tobacco.

CPASS request that an appropriate and detailed rationale be published in order to help

manage the expectation of patients.
Cannabis Guideline 7 24 CPASS feel that it would be of benefit, both to the patient and for the creation of useful Thank you for your comment. The guideline focused on prescribed cannabis-based medicinal
Patient clinical data that should a patients should be encouraged to report their intention to continue products that can be prescribed legally. Non-prescribed cannabis was not within the scope
Advocacy & to supplement their non-prescribed cannabis to their healthcare team and should be guided for this guideline.
Support to record their consumption along with detailing its impact on their health and well-being
Services including any adverse side-effects.

Drawing on years of experience supporting and advocating for medical cannabis patients,

CPASS have already produced a form for these purposes which we would be happy to share.

Please note that CPASS are currently working on a "Patient Guide", drawing from over 20

years of experience from medical professionals in other countries which will include an

updated form for recording their consumption along with the benefits and adverse side-

effects. There are also several online and mobile applications that could also be adopted for

this specific purpose which could easily be adapted for the UK patient population.
Cannabis Guideline 8 7 CPASS recommend that evidenced-based advice is given by healthcare professionals and to | Thank you for your comment. The guideline is based on evidence and committee expertise.
Patient that end there should be guidance as to the benefits, risks and harms so as to eliminate When the committee considered and discussed the evidence, they looked at the risks and
Advocacy & unevidenced opinions based on bad quality research and inaccurate mainstream media harms of treatment.
Support stories over the last 40 years that along with the general public, our doctors have also been
Services exposed.

CPASS strongly request that we should apply the same standards for evidence to measure

risks and harms as we expect for measuring the benefits in order to produce the very best

benefit/risk analysis and advice.
Cannabis Guideline 9 15 | think recommendation for further research can be broader and include effectiveness and Thank you for your comment. The scope of this guideline included cannabis-based medicinal
Patient safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, oils products:
gdvoc?tcy & and flower, and the guidelines could specifically recommend the use of a Phase IV clinical .2018 R Carlmtgbis—based products for medicinal use as set out by the UK Government in the

uppo . . . - o . egulations

Services trial re.g|str¥/surve|llance study of cI|n|ca.I practice in terms of dlfferent types of CBMPs, . the licensed products delta-9-tetrahydrocannibinol and cannabidiol (Sativex) and

prescribed in concordance between patients and healthcare providers, in England or the UK. nabilone

A registry could facilitate the prescription and access of CBMPs while at the same time build . plant-derived cannabinoids such as pure cannabidiol (CBD)

up the evidence base in terms of benefits and risks across a range of conditions in a real . synthetic compounds which are identical in structure to naturally occurring

world setting, rather than the limited evidence obtained from the restricted samples and
environment of Phase I-1ll clinical trials of specific CBMP compounds. It is important that
research is not just conducted with products developed and marketed by pharmaceutical
companies, but that cost-effectiveness studies consider the use of other products that come

cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example, dronabinol.
All other cannabis-based products were excluded from the scope of this guideline.

The committee agreed that an additional recommendation on a national or local registry was
needed. This will facilitate an improved evidence base for CBMPs.
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at a much lower price-point. (I can speak both as a researcher - my credentials are PhD,
CPsychol and over 10 years experience) and from experience as a patient or carer)
Cannabis Guideline 9 15 The prevalence of chronic pain is sky rocketing. Fibromyalgia management is poor in primary | Thank you for your comment.
Patient care. More primary care based research is needed. (I can speak from experience as a The economic analysis suggested that most types of chronic pain were not going to be cost-
Advocacy & qualified medic) effective to manage using medicinal cannabis.
Support
Services
Cannabis Guideline 9 22 | think recommendation for further research can be broader and include effectiveness and Thank you for your comment. The scope of this guideline included cannabis-based medicinal
Patient safety of all CBMPs, including synthetic compounds, plant derived, whole plant extracts, oils products:
édvoc?tcy & and flower, and the guidelines could specifically recommend the use of a Phase IV clinical .2018 R car:ntz?\bis-based products for medicinal use as set out by the UK Government in the
uppo : . . - o . egulations
Services trial reg|str¥/surve|llance study of cl|n|ca.l practice in terms of dlffe.rent types of CBMPs, . the licensed products delta-9-tetrahydrocannibinol and cannabidiol (Sativex) and
prescribed in concordance between patients and healthcare providers, in England or the UK. | 00 o
A registry could facilitate the prescription and access of CBMPs while at the same time build | . plant-derived cannabinoids such as pure cannabidiol (CBD)
up the evidence base in terms of benefits and risks across a range of conditions in a real . synthetic compounds which are identical in structure to naturally occurring
world setting, rather than the limited evidence obtained from the restricted samples and cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example, dronabinol.
environment of Phase I-1lI clinical trials of specific CBMP compounds. It is important that All other cannabis-based products were excluded from the scope of this guideline. The
research is not just conducted with products developed and marketed by pharmaceutical committee agreed that an additional recommendation on a national or local registry was
. . . . needed. This will facilitate an improved evidence base for CBMPs.
companies, but that cost-effectiveness studies consider the use of other products that come
at a much lower price-point. (I can speak both as a researcher - my credentials are PhD,
CPsychol and over 10 years experience) and from experience as a patient or carer)
Cannabis Guideline 9 14 CPASS recommend that based upon 2 UK Medical Cannabis Patient Surveys which were run | Thank you for your comment. The guideline scope focused on chronic pain, epilepsy, nausea
Patient in 2016 (623 Patients) during the APPG Inquiry and again in 2018 (1750 patients), CPASS and vomiting and spasticity as these were identified by NICE and stakeholders as conditions
Advocacy & recommend that research should be prioritised into the most common 10 conditions and/or with the greatest need for guidance and where there was evidence of effectiveness.
Support symptoms that patients report cannabis as helping them to manage: These patient survey
Services results are reflected in all countries where similar surveys are performed.
1: Chronic Pain (20%)
2: Depression (17%)
3: Anxiety (16%)
4: Insomnia (9%)
5: Arthritis (7%)
6: Fibromyalgia (7%)
7: Muscle-Spasms (7%)
8: Irritable Bowel Syndrome (and other gastrointestinal issues: Cronhs, IBD, Endometriosis,
Etc) (6%)
9: Migraines (6%)
10: Headaches (5%)
These are the areas most likely to produce positive trial results and address the needs of the
highest proportion of patients in the shortest time.
Cannabis Guideline General General CPASS would like to point out that this Guideline highlights a number of fundamental issues Thank you for your comment.
Patient of our medicines approval systems which we feel is due to an intransigent adherence to
Advocacy & existing policies, procedures and responsibilities which will never be appropriate for the
Support uniqueness of CBMPs and as such, all recommendations should be reviewed carefully and
Services policy changes recommended through full cross-organisation collaboration
Cannabis Guideline General General CPASS states that it is critical that the expertise of patients, their voices, their issues, their Thank you for your comment. The committee included patients and a carer. In addition, the
Patient pain and their priorities should be engaged, heard and seriously considered. draft guideline has been through a consultation process that includes patient organisations as
Advocacy & registered stakeholders. Furthermore, recommendation 1.5.10 in the guideline outlines the
Support importance of shared decision making.
Services
Cannabis Guideline General General Whilst CPASS understand that each organisation in this process (NHS England, Dept Health, | Thank you for your comment.
Patient Home Office, MHRA, FSA, etc....) has well defined scope, expectations and accountabilities,
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Advocacy & if significant progress is ever to be made in making CBMPs accessible to patients through our
Support NHS, we need more flexibility, adaptability, end-to-end collaboration, ownership and
Services innovation from all organisations with the priority being the needs of patients as opposed to
blindly following current systems and rules that do not make adequate allowance for this new
and unique category/classification of medicines.
Cannabis Guideline General General CPASS would like to state that patients with chronic and debilitating conditions deserve so Thank you for your comment.
Patient much better than this and unless our healthcare system innovates appropriately for CBMPs,
Advocacy & as has already been seen in other countries then the UK are going to get left far behind and
Support will no longer be able to claim that they are world-class.
Services
Cannabis Guideline General General CPASS state that he vast majority of the estimated 1.1 million patients already benefiting Thank you for your comment. At the time of guideline development, most of the cannabis-
Patient from their consumption of cannabis as medicine will have no choice but to continue to source | based medicinal products were not licensed and so the quality of these may vary from
Advocacy & the relief they seek for a better quality of life that is free from pain, from the criminal market product to product.
Support and be exposed to all associated risks, quality, lack of medical support and potential
Services criminalisation.
Every decision NOT to prescribe a legal, regulated, quality controlled, standardised CBMP to
a patient, under the supervision of qualified and skilled healthcare professionals, IS a
decision to send the patient back to the criminal market to access low quality substances on
unknown origin, and strength whilst continuing to expose them to all associated risks. This
must be considered in any risk/benefit analysis.
Cannabis Guideline General General CPASS are concerned that very few pieces of research have been reviewed in order to draw | Thank you for your comment. NICE guideline recommendations are based on the best
Patient any and all conclusions within this Guideline when we know there are over 20000 studies of available evidence. Review questions guide the search for evidence, and the type of
Advocacy & good quality already and easily available, as reviewed and summarised by Professor Mike evidence used depends on the type of question. For example, a randomised controlled trial is
Support Barnes report from 2016. often the most appropriate type of study to assess the efficacy or effectiveness (including
Services More recently, the comprehensive CBMPs in Pain study published by Nottingham University cost effectiveness) of an intervention such as chronic pain. This is because all analgesia has
and The Centre for Medicinal Cannabis' cannabinoid researcher, Dr Saoirse O'Sullivan a strong placebo effect. Therefore, studies should be double-blinded and randomised.
(https://www.thecmcuk.org/pain-policy) provides another excellent summary of the available
quality evidence and we and the patients we represent feel that it would be helpful to
understand why ~99.8% of the available evidence has not been considered.
Cannabis Guideline General General Whilst accepting that "Smoked cannabis-based products" are not permitted within the current | Thank you for your comment. This guideline is underpinned by legislation in terms of which
Patient UK laws and regulations for CBMPs, CPASS feel that with the limited availability of evidence | cannabis based medicinal products can be considered. Therefore we only considered the
Advocacy & for all other forms and with the plethora of evidence for this type, this limitation has an following:
Support unproportionate impact on assessing both the benefits and the risks of CBMPs which will lead
Services to low quality and inaccurate outcomes moreover especially as all evidence of risks and . cannabis-based medicinal products as defined by the UK Government in November
harms associated with cannabis has been for smokable forms by mostly self-reported 2018
consumption where neither the quality nor the strengths can be guaranteed. . the licensed products nabiximols (Sativex) and nabilone.
. plant-derived cannabinoids such as pure cannabidiol.
. synthetic compounds which are identical in structure to naturally occurring
cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.
Cannabis Guideline General General NICE need to design a more appropriate process for evaluating CBMP as the existing Thank you for your comment. This guideline is underpinned by legislation in terms of which
Patient approach to evaluating evidence and cost-effectiveness is clearly lacking in terms of being cannabis based medicinal products can be considered. Therefore we only considered the
Advocacy & able to assess the potential benefits and risks of the full range of CBMPs, including synthetic | following:
Support compounds, plant derived, whole plant extracts, oils and flower, that could be made available
Services to patients in need. The cost-effectiveness arguments within these guidelines clearly would . cannabis-based medicinal products as defined by the UK Government in November
not hold up if low-cost products such as home grown flower is taken into account. To simply a | 2018
apply a framework for evaluating evidence and cost-effectiveness that has been developed . the licensed products nabiximols (Sativex) and nabilone.
specifically for medical products developed by pharmaceutical companies is playing in the . plant-derived cannabinoids such as pure cannabidiol.
hands of the pharmaceutical industry, rather than in favour of patients and families who are . synthetic compounds which are identical in structure to naturally occurring

suffering and prescribes who would like to provide the care and treatment options that
patients and their families deserve. Rather than recommend a large number of narrowly
specified clinical studies, a national CBMP registry could recommended/be set up to monitor
prescribing practice, products used, medical conditions treatment, patient profiles,
effectiveness and safety signals. Training and knowledge sharing for healthcare providers
and prescribes could incorporated into the registry set up. This approach could amass the
evidence needed across conditions, while simultaneously ensure access for patients in need.

cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.

The guideline has added a recommendation advising prescribers to record details of
treatment, clinical outcomes and adverse effects for people prescribed cannabis-based
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NICE could be pioneering and forward thinking in their approach to CBMP if they choose to. (I | medicinal products, using local or national registrys. This will enable feedback from patients
can speak both as a researcher - my credentials are PhD, CPsychol and over 10 years to feed into the evidence base.
experience) and from experience as a patient or carer)

Cannabliss Ltd | General General General We would like to thank NICE for having the opportunity to comment on these guidelines Thank you.

Cannabliss Ltd | Guideline 1 7 In the description of what the guideline covers, we believe the statement “plant-derived
cannabinoids such as pure cannabidiol (CBD)” should be removed as this is already covered | Thank you for your comment. The text you refer to is an example and is not meant to be an
by the description of Cannabis resin in the Misuse of Drugs Act 1971 and therefore the 2018 | exhaustive list of all plant-derived cannabinoids. The guideline does not exclude natural THC
Regulations on CBPM’s. The guidelines should make it clear that plant derived CBD is a form | as this is included in the 2018 regulations and so products that meet the requirements of this
of Cannabis resin as defined by the Act. regulation were included. Canabidiol on the other hand is not a controlled drug and so this

would not be captured by the 2018 regulations which is why it was specifically mentioned
under plant-derived and was also included. As a result any product that had a combination of
THC:CBD was included in this guideline as part of the evidence review.

Cannabliss Ltd | Guideline 4 1 Given the huge media attention Medical Cannabis has received, we would expect a great Thank you for your comment. NICE were commissioned to look at the clinical and cost
number of patients to be asking specifically about the use of Cannabis for medical purposes. | effectiveness of cannabis-based products for medicinal use for spasticity, severe treatment-
Given the content of the guidelines it is clear most will be advised they cannot receive these resistant epilepsy, intractable nausea and vomiting and chronic pain. The guideline did not
on prescription. So that patients can make informed decisions about their own well-being we look at non-prescribed access to these medicines and self-medication. As most of these
feel that they should be informed there are alternative routes for accessing Medical Cannabis | medicines are currently not licensed in the UK, the quality, safety and efficacy cannot be
Products by way of licencing. It is our understating that people have the right to self-medicate | guaranteed. The committee agreed that we need more evidence to assess the safety and
and this should be made clear even if it goes against the advice or wishes of their health care | effectiveness of these medicines which is why they made a number of research
professionals. recommendations to find out more to enable safe use. The NHS document on Barriers to

accessing cannabis-based products for medicinal use on NHS prescription makes
recommendations on how organisations will be working together to enable safe access to
these medicines.’

Cannabliss Ltd | Guideline 4 10 Consider inserting ‘do not offer cannabis based medical products for intractable nausea and Thank you for your comment. The committee found evidence that nabilone can be
vomiting’ considered as an add-on treatment for adults with chemotherapy-induced nausea and

vomiting which persists with optimised conventional antiemetics. Consequently, the
committee made a positive recommendation.

Cannabliss Ltd | Guideline 4 13 For Choric pain, we recommended adding ‘Cannabis based medical products’ to the list of Thank you for your comment. There was no evidence for the use of CBD alone (either as a
“do not offer” pure product or containing traces of THC). Therefore, the committee recommended that CBD

should not be offered unless as part of a clinical trial.

Cannabliss Ltd | Guideline 5 1 Consider removing ‘CBD’ or changing to ‘plant derived pure cannabidiol’ Thank you for your comment. The committee felt it appropriate to specify CBD as this was

the CBMP for which there wasn’t any evidence.

Cannabliss Ltd | Guideline 7 7 Considering including a section of the risk of diversion by both patient and carer Thank you for your comment. The third

bullet point in recommendation 1.5.5 includes taking into account the risk of diversion and this
applies to the patient or carer who may support with taking medicines.

Cannabliss Ltd | Guideline General General NICE have compiled a very robust set of draft guidelines in a situation that is entirely unique. | Thank you for providing this information. This guideline is underpinned by legislation in terms
On the whole we concur with the evidential findings and the subsequent rationale behind the of what cannabis based medicinal products can be considered. Therefore the definition of
recommendations presented. CBMP used in this guideline was:

We would, however, recommend that the definition of ‘Medical Cannabis’ be made much

clearer for the purpose of informing patients, carers and healthcare professionals. Products . cannabis-based medicinal products as defined by the UK Government in November

that are widely on general sale containing CBD have repeatedly been referred to in the media | 2018

as ‘Medical Cannabis’ and it appears that a wider public perception has evolved that CBD is . the licensed products nabiximols (Sativex) and nabilone.

Medical Cannabis where is THC is not — this is clearly false and needs to be robustly address | ° plant-derived cannabinoids such as pure cannabidiol.

in the guidelines . synthetic compounds which are identical in structure to naturally occurring
cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol. This can
be found in the terms used in the guideline section.

Cannabliss Ltd | Question 1 NA Thank you.

Cannabliss Ltd | Question 2 No Thank you.
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Cannabliss Ltd | Question 3 We believe a full definition of Medical Cannabis is urgently needed Thank you for your comment. This guideline is underpinned by legislation in terms of what
cannabis based medicinal products can be considered. Therefore we only considered the
following:
. cannabis-based medicinal products as defined by the UK Government in November
2018
. the licensed products nabiximols (Sativex) and nabilone.
. plant-derived cannabinoids such as pure cannabidiol.
. synthetic compounds which are identical in structure to naturally occurring
cannabinoids such as delta-9-tetrahydrocannabinol (THC), for example dronabinol.
CBD Science 14 General “There was no evidence for intractable cancer-related pain or pain associated with painful Thank you for your comment. With regards to adult studies, the economic analysis suggested
Group childhood diseases. The committee agreed that cannabis-based medicinal products could that most types of chronic pain were not going to be cost-effective to manage using medicinal
potentially offer additional benefits for this group, for example, by allowing them to receive cannabis. However, if any types of chronic pain could be cost-effective to manage using
their care in an outpatient rather than an inpatient setting. medicinal cannabis, they are most likely to be fibromyalgia and treatment-resistant
The research recommendation to explore clinical and cost effectiveness would be useful here | neuropathic pain.
across the board and not just in children.
CBD Science General General General In cancer related chronic pain only pain outcome was measured, social aspects such as Thank you for your comment. The committee agreed that the most important outcome was
Group activity/mobility, pain medication levels, physician/ER visits, sleep quality, mood, and pain intensity. This is because it is ubiquitous and therefore allows comparison using a meta-
medication side-effects were not considered. The NICE statement reiterates the position of analysis. The other outcomes included are ones that are most consistently reported on.
the Royal College of Physicians from 31 October last year and again calls for more research, | We did include pain medication levels. However, it is not commonly reported and when it is, it
which we agree to. is often measured in different ways. For the research recommendations, the committee
acknowledged that favoured functional pain measurement tools change all the time.
Therefore, we have included the outcome: “A validated functional pain measurement tool”.
CBD Science General General General Need for a shared care policy to be developed with academic centres Thank you for your comment. This would be for local determination.
Group
CBD Science General General General We support NICE recommendation for more research in the clinical and public arena Thank you for your comment.
Group
CBD Science General General General We believe that the trials that have been selected for this review by NICE are not reflective of | Thank you for your comment. NICE guideline recommendations are based on the best
Group the real world and indeed many are inconclusive and not conducted accurately and therefore | available evidence. Review questions guide the search for evidence, and the type of
drawing conclusions and cost effectiveness will not reflect accurately. We believe more evidence used depends on the type of question. For example, a randomised controlled trial is
robust clln_lc_al data is needed n _the form of real \.Norld.ewdence and that this is then used for often the most appropriate type of study to assess the efficacy or effectiveness (including
future decisions rather than waiting for RCTs which will take longer. ) ) . s . L
There are limitations in the studies used including short follow up times and no economic cost effectiveness) of an intervention. The guideline has added a recommendation advising
burden impact measured. prescribers to record details of treatment, clinical outcomes and adverse effects for people
prescribed cannabis-based medicinal products, using local or national registries. This will
enable feedback from patients to feed into the evidence base.
CBD Science General General General The current modelling of Cannabis has been done on current cannabis based treatments that | Thank you for your comments. NICE acknowledges the upcoming research on CBMPs in the
Group are available and hence these costs have been used. The new CBMPs are likely to be much | near future. However, until there is published clinical evidence to show the effectiveness
cheaper on cost of product as the research is based on real world evidence so the QALYs will | these products, NICE cannot consider them in our analysis.
work out in favour of the manufacturer with lower ICERs The clinical evidence review did not identify evidence supporting opioid use reduction in the
If we use the new costs of potential treatments and add in the economic burden of eg Opiods | included RCTs. Therefore, we cannot consider the benefit in the opioid use reduction or
in pain we would get a different result. preventing opioid dependence or mortality.
CBD Science Heading, “In children and young people with intractable cancer-related pain and pain associated with Thank you for your comment. The committee agreed that the most important outcome was
Group Recommen specific diseases ....what is the clinical and cost effectiveness of cannabis-based medicinal pain intensity. This is because it is ubiquitous and therefore allows comparison using a meta-
dation for products as an add-on to standard treatment to improve symptoms in comparison to analysis. We did include functional pain measurement tools: the McGill pain questionnaire
research treatment with standard care? and Brief Pain Inventory. However, they were not frequently reported.
Only studies looked at were improvement in pain and not improvement in symptoms
For the research recommendations, the committee acknowledged that favoured functional
pain measurement tools change all the time. Therefore, we have included the outcome: “A
validated functional pain measurement tool”.
CBD Science Heading, “....highlighted a clear need for shared care arrangements, which could involve other Thank you for your comment.
Group who should healthcare professionals such as GPs and non-medical prescribers.”
prescribe
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in shared
care
Change, Grow, | Evidence General General There are many references to “dependence” and a few to “psychosis”. Thank you for your comment. The treatment and prevention of dependence and psychosis
Live Review E There is minimal reference as to what to do about them — prevention and treatment. This associated with cannabis-based medicinal products is out of scope for this guideline.
should be corrected
Change, Grow, | Expert General General Expert advice regarding “potential for dependence, diversion and misuse” is needed — e.g. Thank you for your comment. Issues about diversion and misuse are addressed further in
Live report when the person cannot stop using the medication even though it interferes with many the controlled drugs guideline which is cross-referenced in recommendation 1.5.9
(Freeman) aspects of his or her life.
Change, Grow, | Expert General General Expert advice is needed regarding the mechanism of cannabis dependence, e.g. CB1, Thank you for your comment. These areas were considered outside of the scope for this
Live report dopaminergic and opioid pathways. guideline.
(Freeman)
Change, Grow, | Guideline 7 12 Guidance is required regarding “potential for dependence, diversion and misuse”. These are Thank you for your comment. Issues about diversion and misuse are addressed further in
Live managed variably with e.g. benzodiazepines, gabapentinoids, and opioid analgesia. the controlled drugs guideline which is cross-referenced in rec 1.5.9
Change, Grow, | Guideline General General There is insufficient guidance regarding the psychological (pleasure) and psychotomimetic Thank you for your comment. The recommendation around factors to consider takes into
Live (altered state) reinforcers for cannabinoid misuse (primarily abuse and/or dependence). account the potential for misuse. In addition, there is a recommendation that takes into
Similarly, a “health warning” is needed regarding the popular conflation of “recreational” use consideration non-prescribed cannabis-based products including those that are used
of cannabis products and its medicinal use (as for most classes of prescribed drugs liable to recreationally.
misuse and diversion).
CLEAR Guideline 22 4 There is little evidence of potential for harm for cannabis for any medical condition. Given the | Thank you for your comment. The section you refer to is not saying that there is more harm
Cannabis Law enormous numbers using cannabis in its most potent form as a recreational drug and/or self- | with cannabis-based medicinal products, but is making a general comment about all
Reform medicating (estimated at 250 million regular users worldwide) there are far fewer adverse medicines having the potential to cause harm.
events or incidents of harm than for common over-the-counter medicines
CLEAR Guideline 4 15 This denies the actual long-term experience of millions of people worldwide that THC is safe Thank you for your comment. For the chronic pain population, THC was not found to be
Cannabis Law and effective for chronic pain clinically and cost effective.
Reform
CLEAR Guideline 4 16 This denies the actual long-term experience of millions of people worldwide that CBD with Thank you for your comment. For the chronic pain population, CBD with THC was not found
Cannabis Law THC is safe and effective for chronic pain to be clinically and cost effective.
Reform
CLEAR Guideline 5 1 This denies the actual long-term experience of millions of people worldwide that CBD is safe | Thank you for your comment.
Cannabis Law and effective for chronic pain. In the UK, millions use over-the-counter CBD food No evidence was found for CBD alone for the treatment of chronic pain. Therefore the
Reform supplements for chronic pain and find it safe and effective. There is no evidence of any guideline recommends that CBD alone should not be used to manage chronic pain in adults
harm, significant negative side effects or adverse events from the use of CBD so there is no unless as part of a clinical trial
risk, it is very low cost compared to other medications and patients should be offered it to see
if it works.
CLEAR Guideline 5 7 This denies the actual long-term experience of millions of people worldwide that cannabis- Thank you for your comment. After publication of the consultation draft of the guideline, the
Cannabis Law based medicinal products are safe and effective for spasticity. manufacturer reduced the list price of THC:CBD spray, and this had an important impact on
Reform our assessment of its cost effectiveness. In light of stakeholder comments, the committee
also reviewed their estimates of likely resource use associated with spasticity symptoms. The
committee are now able to make a more positive recommendation.
CLEAR Guideline 5 11 There is excellent observational evidence and real-world experience that cannabis-based Thank you for your comments. We included evidence from a number of observational studies
Cannabis Law medicinal products are safe and effective for severe treatment-resistant epilepsy. In within our review but the committee were concerned that these were low quality studies
Reform particular, side effects and adverse events are far fewer and less severe than with other which did not include any control groups. The committee appreciated that some people have
medicines. shown benefits from the use of cannabis-based medicinal products and so they did not make
a recommendation against their use. However, they did not feel that current evidence was
sufficient to confidently recommend their use either. Although the committee did not make a
recommendation for the use of cannabis-based medicinal products they did make research
recommendations to investigate the effectiveness of CBD and of CBD:THC for the treatment
of epilepsy.
CLEAR Guideline 6 6 Training in the use of cannabis-based medicinal products should be given equal importance Thank you for your comment. Health Education England have developed a training package

Cannabis Law
Reform

to a special interest in the condition being treated

to support prescribers. Training was out of scope for this guideline.
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CLEAR Guideline 6 15 Dose adjustment is a continuing requirement with cannabis-based medicines. As part of a Thank you for your comment. This may be part of the shared care agreement and would
Cannabis Law shared care agreement, a secondary prescriber should be able to adjust doses as these need to be agreed locally.
Reform medicines are extremely low risk.
CLEAR Guideline 7 23 There is no evidence of any potential impact on structural and functional brain development Thank you for your comment. Based on their clinical experience of the committee were
Cannabis Law at the doses concerned, particularly not under supervision. This is nothing more than mindful of the harms of not treating the underlying condition optimally. They agreed that from
Reform unjustified scaremongering. a patient safety perspective, it is in the child’s best interest to highlight to their family or carer
the unknown effects on brain and cognitive development and the effect of sedation in the
absence of data.
CLEAR Guideline 9 17 Based on widespread patient experience this recommendation should consider THC and Thank you for your comment. No evidence was found for CBD alone for the treatment of
Cannabis Law CBD as afirst line treatment chronic pain. Therefore the guideline recommends that CBD alone should not be used to
Reform manage chronic pain in adults unless as part of a clinical trial. Evidence was found for CBD
in combination with THC therefore a research recommendation was made CBD alone.
CLEAR Guideline 9 25 Based on widespread patient experience this recommendation should consider THC and Thank you for your comment. No evidence was found for CBD alone for the treatment of
Cannabis Law CBD as afirst line treatment chronic pain. Therefore the guideline recommends that CBD alone should not be used to
Reform manage chronic pain in adults unless as part of a clinical trial. Evidence was found for CBD
in combination with THC therefore a research recommendation was made CBD alone.
CLEAR Guideline General General The entire guideline is characterised by a failure to consider observational evidence and real- | Thank you for your comment. NICE guideline recommendations are based on the best
Cannabis Law world experience. Cannabis is the oldest medicine known to mankind and failure to give available evidence. Review questions guide the search for evidence, and the type of
Reform substantial weight to real-world experience of its safety and efficacy is nothing short of evidence used depends on the type of question. For example, a randomised controlled trial is
absurd. Given its illegality over the past 100 years, the wild scaremongering about its often the most appropriate type of study to assess the efficacy or effectiveness (including
recreational use and therefore the lack of formal clinical evidence, this is simply setting it up cost effectiveness) of an intervention. The guideline has added a recommendation advising
to fail. It is irresponsible in the extreme to fail to consider the enormous benefit at very low prescribers to record details of treatment, clinical outcomes and adverse effects for people
cost and the very few adverse events associated with illicit cannabis. prescribed cannabis-based medicinal products, using local or national registries. This will
enable feedback from patients to feed into the evidence base
CLEAR Guideline General General Further to comment 11, the weight given throughout the guideline to the potential for harm of | Thank you for your comment. The guideline is based on evidence and committee expertise.
Cannabis Law cannabis is wildly disproportionate. There is no evidence of any significant harm from When the committee considered and discussed the evidence, they also looked at the risks
Reform cannabis when used as a medicine, especially when under the supervision of a medical and harms of treatment and noted that the potential for harm must be weighed up against the
professional. At least 10,000 years of human experience shows that cannabis is essentially potential for benefit for individual patients.
safe. Seeking to evaluate its safety in the same way as a new, experimental medicine,
synthesised in a lab for which there is no real-world experience is a fundamentally flawed Given the lack of robust evidence on the use of CBMPs the committee took a measured and
approach. Unlike potentially dangerous or unsafe medicines, cannabis can and should be considered view regarding safety.
offered to patients on a ‘try it and see’ basis. Instead of being over-cautious, clinicians should
welcome this approach and can be certain that it will benefit patients whether or not in proves
effective in individual cases.
Cochrane 26 - 27 6 Quality of evidence for cannabis for cancer-related pain and disability is rated high, but only Thank you for your comment. You are correct. We have revised our GRADE tables.
Pain, Palliative based on one study with 16 participants. Even by their own methods, this should be low- However, no recommendation was affected by this revision.
and Supportive quality at a minimum as they downgrade due to imprecision if sample size is less than 40
Care participants (page 46 — 47, line 9).
Cochrane Evidence General General : I have some major concerns with NICE approach in general and with this guideline in Thank you for your comment. We looked at the effects of medicinal cannabis on neuropathic
Pain, Palliative | Review B particular. They make very detailed analyses of single studies but they do not make a pain: Neuropathic pain was a subgroup analysis on the meta-analyses. The effect of

and Supportive
Care

quantitative analysis, e.g. for neuropathic pain. The inclusion and exclusion criteria are not
well worked out (perhaps | did not find them in the multiple appendices). Why did they
exclude studies with smoked cannabis? Why did they exclude a study with smoked cannabis
because the wash out period was < 1 week? What is the rationale to include experimental
studies of 24 hours, e.g. the one of van de Donk on fibromyalgia (in PaPaS we require 2 or 4
weeks double blind duration)? Why didn‘t they include studies available in clinicaltrials.gov?
Why didn’t they calculate response rates (30% and 50% pain relief or more) from means and
standard deviations (SDs) as we do? They did not mention our review on cannabinoids in
fibromyalgia (Walitt et al. 2016). The NICE guideline is not an appropriate reflection of the
evidence for neuropathic pain.

Their position is too strict. | think that the European Pain Federation (EFIC) position paper
(Hauser 2018) — individual therapeutic trial after established treatment options have failed — is
much more adapted to routine clinical care.

medicinal cannabis on neuropathic pain was no different compared to other types of pain.
Smoked cannabis and its wash out period was not included in the scope for this guideline.

When the review’s protocol was written, the committee did not include a follow-up duration
because it was not entirely known what studies were available. The committee employed at
inclusive approach and were keen to consider all studies regardless of their follow-up period.

The finding that there was an RCT with a short follow-up period (van de Donk) was useful
information because this further endorsed the need for research recommendations that had a
longer follow-up period.

Our surveillance team does keep track of studies of interest on the clinicaltrials.gov website.
However, the data needs to be peer reviewed and published before they can be considered.
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References: We did assess 30% and 50% response rates when they were published. However, this data
was not often provided. Furthermore, we do not calculate response rates. Response rates
Walitt B, Klose P, Fitzcharles M-A, Phillips T, Hduser W. Cannabinoids for fibromyalgia. are data that investigators should collect from participants during the study. Calculating
Cochrane Database of Systematic Reviews 2016 , Issue 7 . Art. No.: CD011694. DOI: response rates involves making assumptions. For example, assuming the data conforms to
10.1002/14651858.CD011694.pub2 normal distributions. It is possible to calculate a mean and a standard deviation even though
there is not a normal distribution. Ideally, the committee should not be making any
Hauser, W, Finn, DP, Kalso, E, et al. European Pain Federation (EFIC) position paper on assumptions.
appropriate use of cannabis-based medicines and medical cannabis for chronic pain
management. Eur J Pain.. 2018; 22: 1547— 1564. https://doi.org/10.1111/ejp.1297 We have considered Walitt 2016 however this review was excluded as it is not a focused
systematic review and it does not examine studies on medicinal cannabis vs placebo.
The RCT data that we reviewed favours some types of medicinal cannabis for managing
chronic pain compared to placebo. However, although this reaches statistical significance,
the effect size is so small that individual people are unlikely to notice any difference. For
example, pain intensity is measured on a scale of 0 to 10, 0 being no pain and 10 being
maximum pain. In order for a person to notice any difference, analgesia should reduce pain
intensity by at least 2 or even 3 points. Most pain intensity effect sizes were either statistically
insignificant (oral delta-9-THC, oromucosal THC, vaporised THC (minimal CBD), vaporised
THC:CBD, vaporised CBD (minimal THC)), or they caused less than a 2 point pain intensity
drop (oromucosal CBD:THC) or the 95% confidence interval crossed the 2 point pain
intensity drop threshold (oral nabilone).
The cost of medicinal cannabis for chronic pain is around 6 times greater than the NHS would
normally deem an efficient use of resources.
Cochrane General General General | also disagree with rating evidence as anything other than very low quality when only one Thank you for your comment. We graded the outcomes according to NICE’s manual. If 1
Pain, Palliative study is included in the analyses and the findings have not been replicated. All studies rated RCT is conducted well enough and is large enough, it could produce outcomes that are of
and Supportive as moderate or high have only one study included, and cannot be rated for inconsistency high quality. In order for such outcomes to be high quality, the RCT would have to be large
Care (and therefore are only judged on three categories rather than four). The vast majority of enough such that the effect sizes do not cross minimally important differences. At NICE, the
analyses that include more than one study are rated as low or very low. Therefore, from the committees assess our grading. Sometimes they pick up on differences between how a study
offset, it seems that more evidence lowers our confidence in this field. Size should be taken was conducted and UK practice. In these instances, the evidence is downgraded for
into account. indirectness and we write an explanation.
We have revised our GRADE tables because we realise that we did not take the small size of
the studies into account.
Cochrane General General General Overall, the evidence is so heterogeneous that it’s difficult to derive anything from these Thank you for your comment.
Pain, Palliative analyses.
and Supportive
Care
College of Guideline 7 13 The recommendation about caution in mental health patients should be stronger or expanded | Thank you for your comment. Psychiatric disorders were out of scope for this guideline. The
Mental Health to highlight risk of psychosis in patients with schizophrenia when exposed to cannabis based | current research recommendations in the guideline will take into account safety of CBMPs
Pharmacy medicinal products, in particular THC. which may include psychotic symptoms.
Devon, General General General I am concerned that none of the recommendations you have made reflect the current Thank you for your comment. Local funding arrangements are outside the scope of this
Cornwall and challenges users face in accessing medicinal cannabis. These need to be addressed before | guideline.
the Isles of any proposed extension to the use of medicinal cannabis to prevent those eligible under the
Scilly Police guidelines from feeling betrayed. Residents of Devon and Cornwall have written to me to

express their concern. They have advised that they suffer from a serious medical condition,
one which is currently listed under the Clinical Interim Guidelines as suitable for the
prescription of medicinal cannabis, and yet they are unable to actually obtain the medicine
from the NHS. If a doctor prescribes it, patients have to pay for their own prescriptions which
| am advised can cost thousands of pounds a month. This is financially impossible for most
people whether they are on a salary or are unemployed e.g. due to disabilities. This means
they cannot access the medicine legally, despite the fact they believe it could drastically
improve their condition, and are lobbying Police and Crime Commissioners to allow them to
grow their own. They believe their only other alternative is to access the black market, where
there is no quality control and where they are at risk from criminal organisations. | cannot
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endorse their proposal to adopt a scheme which allows them to grow their own, this would
require legislative changes to the Misuse of Drugs Act 1971; this places them at risk of a
criminal conviction for cultivating cannabis. NICE need to consider how prescriptions can be
funded, before they consider additional guidelines for its extended use.

DrugScience General General General Another significant issue in the case of these childhood epilepsies is the fact that cannabidiol | Thank you for your comments. Only the products described in Appendix A of the evidence
by itself isn’t always particularly efficacious, many of the successful UK outcomes have come | review for epilepsy were considered for this guideline. Other products were outside the scope
from the use of cannabis oil which contains other molecules such as d9THC and THCV that of this review and therefore the committee could not make comments on these.
are also anti-epilepsy. Developing and testing the such combinations would be extremely
challenging and expensive and, given none may ever be reimbursed by NICE, ultimately
futile. This is why no mainstream pharmaceutical companies are in the field. To conduct
efficient research, DrugScience would suggest to enter all overseas patients using medical
cannabis into a trial using the N=1 methodology (please see details below) that would rapidly
determine if the medicines were effective.

DrugScience Guideline 13 17 US observational data shows that often there is a reduction in opioid use in people prescribed | Thank you for your comment. RCTs are the best studies for assessing medicinal cannabis.
medical cannabis. In light of the severity of the opioid epidemic there, and the known This is because all analgesia has a strong placebo effect. Therefore, studies should be
addictive potential of opioids, this is a vital finding not to be dismissed. Whilst medical double-blinded and randomised.
cannabis is not risk free, its risks pale into insignificance compared with the well established
risks of opioid use. Our systematic review of RCTs found that the outcomes for opioid usage were not

statistically significant.

DrugScience Guideline 14 9-14 On the one hand, the guidelines highlight that CBMPs might improve safety in the chronic Thank you for your comment. We have amended the guideline and evidence review in line
pain group by replacing standard care or reducing doses of other medicines, whilst on the with your comments removing the reference to standard care,
other hand it is noted that the recommendations might reduce the number of these
prescriptions, effectively choosing NOT to potentially improve patient safety?

DrugScience Guideline 16 21 While DrugScience agrees with the perceived lack of RCTs, this does not mean that there is Thank you for your comments. Given the lack of RCTs we included evidence from a number
no evidence. Rather, there is a notable pattern of evidence emerging from patient testimonies | of observational studies within our review. However, the committee were concerned that
and strong lived experience. We need to learn from parents who have gone overseas to find these were low quality studies which did not include any control groups. The committee
experts to treat their children and have seen remarkable results. Their UK doctors are appreciated that some people have shown benefits from the use of cannabis-based medicinal
allowed or prescribed medical cannabis yet less than 10 NHS prescriptions have been written | products and so they did not make a recommendation against their use. However, they did
to date. At the very least, these children who were hoping for Epidiolex to improve their not feel that current evidence was sufficient to confidently recommend their use either.
quality of life should now have their specialists prescribe it as a matter of urgency.

DrugScience Guideline 17 11 This decision is the same as the one that NICE made for Sativex in Multiple Sclerosis. Thank you for your comment. The products that were considered for this guideline are
Getting pure extracts of plant cannabis products into the NHS now seems a lost cause. It described in the protocol in Appendix A of each evidence review. Other products were
must now be clear to NICE and the public that medical cannabis isn’t suitable for traditional outside the scope of this review and therefore the committee could not make comments on
pharmaceutical development programmes in part because of their high costs and low these.
likelihood of returns for investors. After publication of the consultation draft of the guideline, the manufacturer reduced the list

price of THC:CBD spray, and this had an important impact on our assessment of its cost
effectiveness. In light of stakeholder comments, the committee also reviewed their estimates
of likely resource use associated with spasticity symptoms. The committee are now able to
make a more positive recommendation.

DrugScience Guideline 18 13 The fact that different countries have different health care systems should not unduly impact Thank you for your comment. The section you refer to is about the process of prescribing
their applicability to the prescribing of CBMPs in the UK. These countries have access to the | rather than the clinical efficacy. Processes for prescribing and access to medicines differ
same (generally international) scientific evidence as the UK. If the scientific evidence outside of the UK.
warrants prescribing in one country, it is difficult to see how this can not be the case for
another country. Please do not hesitate to contact DrugScience for a review of current
medical cannabis regulatory regimes.

DrugScience Guideline General General There are multiple individual pieces of evidence for medical cannabis. The fact that the FDA Thank you for your comment. Evidence for the use of cannabidiol for other types of epilepsy
has approved cannabidiol (in the form of Epidiolex) shows that these treatments work. NICE (Epidiolex for Dravet and Lennox-Gastaut syndromes) are currently being considered by our
does not dispute that but cannot recommend because of the benefit/cost ratio for what are technology appraisals team, due to be published later this year.
life-long disorders.

DrugScience Question 1 Which areas will have the biggest impact on practice and be challenging to implement? Thank you for your comment. NICE guideline recommendations are based on the best

The draft NICE guidelines on medical cannabis restrict support for medical cannabis products
for almost all indications, in contrast to the evidence available to date. Drug Science accepts
that the current evidence base requires strengthening, but does not believe randomised

available evidence. A randomised controlled trial is often the most appropriate type of study
to assess the efficacy or effectiveness (including cost effectiveness) of an intervention.
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clinical trials are the only solution at this time; due to the unique properties of the product, and
the existing positive benefit/risk profile in certain conditions.

The draft prescribing guidelines make it unlikely that doctors will prescribe medical cannabis
to patients in need. Indeed, there is likely to be even less prescribing than before as doctors
are unlikely to go against the guidelines. Unfortunately, the perceived lack of controlled
efficacy data overrides strong lived experience from patients or carers and international
evidence of effectiveness.

This is an unethical approach. If there is a continued sole focus on RCTs, it will take many
years for research results to be available- yet patients could benefit from the medicine now,
making it potentially unethical NOT to prescribe. It is important to balance harm minimization
against patient need. This balance of legitimate patient need against potential harms is vital in
the context of novel medicines (a category for which cannabis substances qualify in a
contemporary evidence-based medical culture, despite the many centuries of use). The long
history of uses of, the limited scientific evidence, and the recent public demand for cannabis
and cannabinoids collectively suggest that these substances provide relief for a range of
significant problems. The reasons why people turn to the family of cannabis substances for
relief varies from good to bad; e.g. there may be indications for which these substances are
indeed more effective or more easily tolerated than available treatments — this would be a
good reason. Despite the limited RCT evidence for their efficacy, many patients who request
cannabis have not responded to standard treatments and are desperate to find something
that helps ease their symptoms. In such cases, the fact that other treatments are statistically
more effective may not be relevant as a contra-indication to use of cannabinoids.

The committee agreed that an additional recommendation on a national or local registry was
needed. This will facilitate an improved evidence base for CBMPs.

DrugScience

Question 2

Would implementation of any of the draft recommendations have significant cost
implications?

The draft prescribing guidelines mean that patients face increased challenges in acquiring
medicines, which will have negative cost implications (both financial and otherwise) for
patients. Patients who can afford it, will be able to receive their medicine from private clinics,
highlighting further ethical issues in that only the wealthy have legal access to a vital
medicine to relief their suffering.

If they are unable to receive medical cannabis through a private prescription, patients are
likely to source from the back market, with all the risks this entails. This prohibitionist
approach fuels a burgeoning illicit market, whilst concurrently increasing public health harms
by driving vulnerable people to the illicit market flooded with products of unknown
constituents and safety profiles. Other non-financial costs implications include patients risking
a criminal record because they have to purchase illegally and patients having to stick with
other less effective (and potentially more harmful) medicines, such as opioids, even though
medical cannabis might be able to help.

DrugScience agrees with the very many thousands of patients who see CBPMs as providing
a significant advance in medical treatment for those in whom current medicines are either
ineffective or poorly tolerated. Less restrictive guidelines would offer the potential for
significant costs savings to the NHS in terms of reduced patient hospital stays and lowered
prescribing of other medicines, particularly opioids for chronic pain. The failure of the medical
and pharmacy professions to embrace their being made “legal” 8 months ago is a great worry
to patients and carers and will already have led to more preventable deaths from conditions
such as epilepsy. DrugScience hopes that policy makers and prescribers can improve the
challenges to prescribing and develop approaches to overcome the current highly
unsatisfactory situation.

Thank you for your comments. The reason that no population level recommendations were
made was because of a lack of evidence of clinical and cost effectiveness. The research
recommendations were therefore made with the aim of improving the evidence base to help
inform recommendations in future updates. The guideline recommends that all those
receiving treatment before publication of this guidance can continue to receive treatment.
Clinicians can also still make their own individual prescribing decisions in the best interest of
their patients.

DrugScience

Question 3

What would help users overcome any challenges?

Thank you for your comment. We will pass these onto our implementation and field team for
their consideration regarding the implementation of this guideline.
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Drug Science believes that the benefit/risk profile of medical cannabis in certain disorders, The committee have also made a number of research recommendation to help advance the
and as a treatment for certain conditions, is favourable. Drug Science does however evidence base for CBMPs.

recognise that there are significant data gaps in some areas which warrant further research,
and proposes the following additional policy solutions:

. Instigate a series of pilot N-of-1 trials in key therapeutic areas to collect real world
data through registries to assess the efficacy, safety, QALYs and patient reported outcomes
of CBPMs (cannabis-based products for medicinal use), modelled on DrugScience’s
TWENTY21 initiative. Ideally these would be reimbursed by the NHS and funded similarly to
the innovative Cancer Drugs Fund.

. Remove CBPMs from the “specials” category. At a minimum, ensure importers can
order and hold more than the current maximum of 25 doses.

. Whilst CBPMs are categorised as “specials”, NHS clinical insurance should protect
prescribers in the same way as other medicines prescribed within the NHS.

. Simplify the prescriber pathway.

. Enable GPs to initiate prescribing, rather than having to do so under consultant
supervision.

. Reassure prescribers that to recognise and accept the value of patients’ self-reported
outcomes with “illegal” cannabis is neither unlawful nor bad practice.

. Improve educational materials on medical cannabis available to undergraduate and

postgraduate doctors.

There are many other ways to improve the data gaps through wider evidence, rather than
only focussing on RCTs. Many other forms of clinical evidence should be taken into account.
Drug Science has developed a solution to the perceived lack of efficacy data, widely
accepted as the main hurdle of access to medical cannabis:

. Project TWENTY21 is the UK’s first national pilot for medical cannabis, aiming to
enrol 20,000 patients before the end of 2021.
. Project TWENTY21 will collect clinical data to document the efficacy, safety, QALY

and patient-reported outcomes of medical cannabis during the pilot phase. It will support
evidence for licensing individual medical cannabis treatment options and help inform NICE to
what degree these new treatment options should be widely funded within the NHS.

. Drug Science network leads will support the implementation of the project by
providing oversight into the appropriate protocols to collect real world data over two years.
. Project TWENTY21 is moulded on the existing UK best practice models, The Cell

and Gene Therapy Catapult and the Cancer Drugs Fund. It provides an innovative solution
through partnership between academics, patient groups and industry.

DrugScience Question 3 The N-of-1 trial Thank you for your comment.
(cont..) N-of-1 trials are the core of medical practice. It should be obvious to all medical professionals
that every time they prescribe a medicine [or any other intervention] they are conducting an
N-of-1 experiment. For almost all medicines the experiment fails in some patients, either they
do not respond or the adverse effects outweigh the therapeutic benefit. One might therefore
expect that doctors would welcome patients who have conducted successful self-treatment
with cannabis since it's almost certain that prescribing medical cannabis to these will work,
providing a win for both patient and prescriber!

The resurrection of CBPMs, following their international banning by the UN Conventions and
WHO, is directly attributable to N-of-1 trials. The first in the USA was Charlotte Web, which
inspired parents of other children with severe childhood epilepsies such as Alfie Dingley and
Billy Caldwell in the UK. These children were facing death or brain damage from multiple
seizures having proved resistant to a range of licensed treatments. CBPMs have restored
them to close to normality and also allowed them to come off other medicines. In the case of
Billy, the proof of efficacy was inadvertently and dangerously established by the confiscation
of his medical cannabis by UK customs officials which led to a life-threating episode of status
epilepticus that required admission to intensive care. The public outcry over such harsh
treatment by the UK government was the immediate cause of the rescheduling of medical
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cannabis in November 2018. This meant he was allowed to restart his treatment from which
he was rapidly restored to health.

In scientific terms he was the subject of an N-of-1, A-B-A-B design, one of the most powerful
methodologies for examining a medical intervention. The A’s define the baseline before and
after treatment B, with the final B a re-administration of the treatment if a clinically relevant
level of improvement for that patient was established by the first B trial. Scientific support for
ABA trials is well established in educational, behavioural and psychological assessment but is
less so in medical research (Elizabeth O Lillie, 2011). An ABA(B) trial design is well-suited
for determining whether medical cannabis is efficacious, which explains why the UK
government was prepared to accept that in these cases of epilepsy self-treatment CBPMs
worked.

So why would any prescriber resist similar claims in their patients, particularly if they had
seen their own previously prescribed treatments fail? In such cases to deny a patient a CBPM
simply because they are using an “illegally” sourced preparation is illogical and could be
construed as being unethical. Germany took this view when they decided to make medical
cannabis available. The GMC guidance on good medical practice makes it quite clear that all
registered doctors must take into account and respect patients’ views and experience. We
suggest that NICE does as well.

A major advantage of N-of-1 trials is that they are much cheaper than RCTs as they are much
more powerful statistically. Subjects are their own controls, so the resulting data are less
noisy than in RCTs, and the return of a successful treatment to the individual patient is an
efficient and ethical approach to individualised medicine. Further, a Bayesian analysis of
several N-of-1 trials can turn the data into information about the probability that a new patient
will respond to the treatment.

DrugScience Question 3 NICE’s assertion that they can only give guidance based on RCTs is blinkered and Thank you for your comment. NICE guideline recommendations are based on the best
(cont..) disingenuous _aslthere are many .other forms of c_:linical evide_nge the_y should take into_ . available evidence. Review questions guide the search for evidence, and the type of
account. The insistence on traditional efficacy trials before giving a license for a specific evidence used depends on the type of question. For example, a randomised controlled trial is

indication won’t work if pharmaceutical companies don’t conduct them, which they won't if . . . . .
their shareholders believe that this is not commercially viable. It is also a long process taking often the most approprlatg type Of_ study to assess the efficacy or effectiveness (including
cost effectiveness) of an intervention.

around ten years and in order to recoup their huge investment companies have to charge a
lot for the medication. In the past decade only one CBPM [Epidiolex®] has been taken o ] o . )
through this route and has only last month been declared not value for money by NICE sois | The guideline has added a recommendation advising prescribers to record details of

not being made available on the NHS. There are many different medical disorders that treatment, clinical outcomes and adverse effects for people prescribed cannabis-based
CBPMs are a treatmen.t for [Germany recognises over 50] so it is very unlikely that each will medicinal products, using local or national registries. This will enable feedback from patients
be submitted to such trials. to feed into the evidence base.

NICE and other UK regulatory bodies such as the MHRA need to accept that if they pursue
this “gold standard” approach patients currently breaking the law to get medical benefit from
cannabis will probably never see a licensed CBPM in their lifetime. They need to consider
new regulatory and data assessment approaches, and properly interrogate the international
data on CBPMs.

Another important advance in treatment research in recent years is the recognition of the
critical value of patient-reported outcomes [PROs]. These have received immense investment
from the USA National Institute of Health [NIH] and many new scales have been developed
for this purpose. PRO measures are now required as elements of outcome measures for
clinical trials funded by the NIH [https://commonfund.nih.gov/promis/index]. UK progress in
this direction has led to the setting up of a special centre in Cambridge for patient-led
research in the clinical trials unit. https://www.cuh.nhs.uk/clinical-trials/cambridge-clinical-
trials-unit-cctu/patient-led-research-hub
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There is a large body of experience from other countries which can help users as well as
prescribers in the UK. DrugScience has prepared a report evaluating regulatory regimes in
the following countries: Germany, Italy, the Netherlands, Canada, Israel and Australia. All of
these countries have comparatively well established medical cannabis regimes, which can
provide valuable lessons for the UK. Please do not hesitate to contact Drugscience for the full
report.

As an example, in the Netherlands, the Office for Medical Cannabis (OMC) ensures
responsible production of cannabis for medical and scientific purposes and for the supply to
pharmacies, universities and research institutes. Medical cannabis can be produced and
distributed in commission by the government to ensure quality and patient safety. Nabiximol-
containing medicinal products (such as Sativex) are available as medicines. Doctors are also
permitted to prescribe medical cannabis for conditions such as (but not limited to): MS, HIV,
cancer, pain, Tourette syndrome. Generally, the doctor is allowed to judge whether cannabis
might be beneficial to treat a condition. However, cannabis should only be prescribed when
the standard treatments have not helped or cause too many side effects. Dutch medical
cannabis is produced by Bedrocan to meet quality standards, complying with the strictest
requirements, then dispensed by a pharmacist to patients with medical prescription. It is
available in several varieties, one of them being as strong as 22% THC. Moreover, registering
patients’ details anonymously contributes to a large real-world database to be analysed and
followed up.

In the UK, there is the need for a broader view, incorporating real world data, to look at
patterns of evidence so that patients are able to try cannabis medicine now. Different
methodologies can be applied to move the evidence base forward. Despite research
limitations and evidence gaps at present, there is a need to maximise clinical research and
patient benefit, in a safe, cautious and ethical manner, so that the medicine can reach
patients in need.

Dystonia
Society

General

General

General

The Dystonia Society response to consultation on cannabis-based medicinal products

Thank you for inviting comments to the recently published draft guidance on cannabis-based
medicinal products.

This comment is from The Dystonia Society, the UK charity representing people affected by
dystonia. The Dystonia Society is a registered stakeholder of NICE.

The Dystonia Society’s comment is under three headings: context about dystonia and The
Dystonia Society; comment to the draft guidelines; and ongoing involvement of people
affected by dystonia as NICE and NHS England develop their plans.

Thank you for your comments.

Dystonia
Society

General

General

General

About dystonia and The Dystonia Society

Dystonia is the term used to describe uncontrollable and sometimes painful muscle spasms
caused by incorrect signals from the brain. It is estimated to affect at least 70,000 people in
the UK. It is a lifelong condition that can change over time. There are a large number of
different types of dystonia which affect people in widely differing ways. The severity of
symptoms can vary from day to day. Unfortunately, there is not yet a cure.

The Dystonia Society is the UK charity for people affected by dystonia. Our mission is a world
without dystonia. To achieve this mission, we support and advocate for people living with the
impact of dystonia to ensure they experience the best quality of life for all of their life while we
drive forward towards critically needed treatments and ultimately a cure. We do this by
raising awareness; by supporting and advocating for those affected by dystonia — including
via a network of local support group; and by facilitating research into critical advances in
treatments and ultimately the search for a cure.

Thank you for your comments.
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Dystonia
Society

Guideline

General

General

The Dystonia Society’s comment to this draft guideline

This consultation follows the re-classification last year of cannabis-based medical products to
allow specialist doctors to prescribe them where the clinical needs of patients cannot be met
by licensed medicines.

Following input from our medical advisors,

the Dystonia Society agrees with the conclusion in your draft guideline (relating in particular
to spasticity) that, sadly, there is insufficient clinical trial evidence in the use of cannabis-
based medicinal products to reduce spasticity. This is a tragedy for people with dystonia, as
generally treatment options are poor and not very effective.

There is very little trial evidence for dystonia and cannabis-based therapies; 2 dated trials of
THC and nabilone, both underpowered in terms of numbers. In addition, an as yet
unpublished study of cannabinoids (Sativex) in childhood spasticity where the control group
responded as well as the trial group (Turner, 2017)

The Dystonia Society supports further evidence through properly controlled and funded trials.
This is for cannabis-based therapies among other orphan/experimental therapies.

Thank you for your comments. We agree that more evidence is needed on the effectiveness
and safety of cannabis-based medicinal products. For this reason we have included 8
research recommendations, each designed to increase understanding of the effectiveness of
these products for the conditions covered in this guideline. The research recommendations
can be found in the Recommendations for Research section of the guideline.

Dystonia
Society

Guideline

General

General

Involving people affected by dystonia

As the only UK wide organisation for people affected by dystonia, The Dystonia Society is in
a position to help NHS England and NICE bring to this conversation the voice of people living
with dystonia, their families, and their healthcare professionals. This includes via our network
of local support groups throughout the UK.

Thank you for inviting comment to the draft guidelines. Please keep us informed of progress

Thank you for your comments and support for this guideline.

End Our Pain

Evidence
review C

General

General

Misunderstandings or mistakes in the draft guideline and rationale

It is not clear why NICE rejected such large volumes of evidence identified in its review.
Some of the reasons which are given appear inappropriate. For example, no reason has
been given for the exclusion of 23 observational studies.(14) Furthermore, one piece of
evidence was rejected for being in a foreign language.(15)

It is unclear whether NICE has directly considered the evidence which underpinned the
CMOQ’s recommended rescheduling of CBMPs. Nor does it appear to have considered the
experience of other jurisdictions, where use of CBMPs is clinically recommended in
appropriate cases. Further detail of this is contained in the review by Professor Barnes, which
is included with this consultation response.

The draft guideline appears to underplay the effectiveness of CBMPs in reducing seizures. It
states that there are “some reports” of individual patients having fewer seizures, but in fact all
of the RCT and “single-arm” studies reviewed appear to find reductions in seizures.(16)

Furthermore, NICE appears not to have reviewed or considered some important studies,
including Tzadok et al (2016), Pamplona (2018) and Mitelpunkt (2019). These are
summarised in Professor Barnes’ review.

In relation to adverse events, the draft guideline also states as follows:

“People with these epilepsy syndromes also report a very high rate of
adverse events. Open-label studies (clinical trials in which the treatment and
placebo groups are not disguised) of cannabis-based medicinal products in
other types of epilepsy have also shown a very high level of adverse events

Thank you for your comment. NICE guideline recommendations are based on the best
available evidence. Review questions guide the search for evidence, and the type of
evidence used depends on the type of question. For example, a randomised controlled trial is
often the most appropriate type of study to assess the efficacy or effectiveness (including
cost effectiveness) of an intervention.

Two of the observational studies (McCoy and Tzadok) were included as part of this review.
The results of these can be found in Appendix K of the epilepsy review. The Pamplona
review article was considered and the references were checked to ensure we hadn’t missed
any articles that would meet our inclusion criteria. The Mitelpunkt article was published after
the development of this guideline but the results would not change the committee’s decision
on recommendations or research recommendations.
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(in up to 98% of people) but it was not possible to determine how many of
these were due to the cannabis-based products.”

However, this does not reflect the weight of evidence, which is that the rate of side effects is
relatively low. This is demonstrated in the studies highlighted by Professor Barnes. It also
does not recognise the serious side effects of standard pharmaceutical anti-epilepsy drugs.
The statement is, in any event, inappropriate, because the guideline committee admits that it
is not possible to determine how many of the events were due to the CBMPs.

The draft guideline also takes account of considerations that do not appear relevant to
whether the evidence supports the efficacy of CBPMs. For example:

“There was limited evidence on who should prescribe and monitor cannabis-
based medicinal products. Studies were conducted in Australia and Canada,
and 1 study included participants from 8 different European countries. These
countries have different healthcare systems, funding streams and legislation,
which raised questions about their applicability to the prescribing of
cannabis-based medicinal products in England. It was also not clear whether
all products could be considered cannabis based products for medicinal use
as defined in the 2018 Regulations.”

Clearly, the funding streams and legislation of foreign jurisdictions bears no relevance to the
clinical evidence within those studies as to the efficacy of CBMPs. It does not seem to us to
be reasonable to reject those studies on this basis.

(14) See page 41 of the Evidence Review
(15) Page 74 of the Evidence Review

End Our Pain

Evidence
review D

General

General

16) See page 16 of the draft guideline and Appendix G and K
H — Evidence review on behalf of EoP (evaluation of evidence)

The NICE committee reviewed the literature on CBMPs in epilepsy. They reviewed 19,491
trials and reviews but then dismissed the overwhelming majority and finally only reviewed 4
randomised controlled and 11 observational trials. The latter were dismissed as “the
committee agreed that the very low quality of evidence and absence of a control arm for
comparisons meant that these results could not be used to make any recommendations”.

In other words the committee has only assessed the evidence resulting from the 4
randomised controlled trails. This is despite the prior chair of NICE - Professor Sir Michael
Rawlins- stating in his 2008 Harveian Oration that:

Randomised controlled trials (RCTs), long regarded at the 'gold standard’ of evidence, have
been put on an undeserved pedestal. Their appearance at the top of "hierarchies" of
evidence is inappropriate; and hierarchies, themselves, are illusory tools for assessing
evidence. They should be replaced by a diversity of approaches that involve analysing the
totality of the evidence-base.

In summary, the committee found 9,341 RCTs and RCT systematic reviews and dismissed
9,303 based just on the title or abstract and a further 34 based on review of the full article.
That left the 4 studies referred to above. They found 4,028 observational studies and
systematic reviews and rejected 3,994 based on title /abstract and a further 23 based on the
full article, leaving 11 studies.

Of the 34 RCT studies rejected this seems to be have been on grounds of being a conference
poster or abstract (may still contain valid data), not being in the English language or by being
a review article or an observational trial (Appendix | in NICE guideline). No reason has been
given for the exclusion of 23 observational studies and reviews (see page 41 of the

Thank you for your comments. The committee assessed the evidence form both the RCTs
and the observational studies that were included in this review. The committee discussed the
evidence from the observational studies and then decided that the evidence was too low
quality to be able to confidently make recommendations. Articles for this review were
assessed based on the protocol developed at the beginning of this review and the exclusion
of articles such as conference abstracts is standard NICE policy.

The RCTs in relation to Dravet and Lennox-Gastaut syndromes were out of scope for this
review as they are part of the NICE technical appraisals process, due to be published later
this year. The quality of the evidence for severe-treatment resistant epilepsy was therefore
referring to the observational studies which were classified as low or very low-quality.

Two of the observational studies (McCoy and Tzadok) were included as part of this review.
The results of these can be found in Appendix K of the epilepsy review. The Pamplona
review article was considered and the references were checked to ensure we hadn’t missed
any articles that would meet our inclusion criteria. The Mitelpunkt article was published after
the development of this guideline but the results would not change the committee’s decision
on recommendations or research recommendations.
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Guideline). No information is given as to how many of the rejected studies (over 13,000) were
rejected for being in a foreign language (as one study has been in Appendix I).

According to Professor Dame Sally Davies’ Cannabis Scheduling Review from June 2018,
the 2017 scientific review by the Health Products Regulatory Authority (HPRA) of the
Republic of Ireland on the medical use of cannabis “concluded that based on the compelling
anecdotal evidence and the (limited) scientific evidence, cannabis has potential therapeutic
benefits, but that they need to be defined through peer-reviewed clinical research” (para. 7.1).
The HPRA advised that CBMPs should only be made available for the treatment of patients
with specific medical conditions including “severe, refractory (treatment-resistant) epilepsy
that has failed to respond to standard anticonvulsant medications whilst under expert medical
supervision” (para. 7.2c). It is unclear whether the evidence underlying the HPRA review has
been considered by the committee or why, if so, the Committee cannot make a
recommendation for the use of CBMPs for treatment-resistant epilepsy, whereas HPRA were
able to do so.

Similarly, according to Professor Dame Sally Davies’ review, the WHO Expert Committee on
Drug Dependence (ECDD) reviewed cannabidiol, cannabis and related substances in June
2018 and found that “the most advanced clinical use of cannabidiol is for the treatment of
some forms of epilepsy, with one pure cannabidiol product currently in Phase Il clinical trials
and multiple other smaller clinical studies demonstrating efficacy” (para 8.2). It is unclear
whether these trials were considered by the Committee.

The 4 studies reviewed all utilised a pure CBD isolate (Epidiolex) by GW Pharma. The
studies were positive with regard to the efficacy of the active medicine in drug-resistant
Dravet and Lennox-Gastaut syndromes. (See Nice Appendix E).

The committee say that there are "some reports" of individual patients having fewer seizures
with CBMPs, but all the RCT and "single-arm" studies reviewed in ERD appear to find
reductions in seizures (see pp.15-18 of the Guideline; Appendix K of the Evidence Review).
This characterisation of the evidence is misleading and it seems crucial to the decision not to
recommend CBMPs.

The committee summarises the evidence as "low quality", which does not appear to be a fair
summary of the quality of the evidence because in fact two of the four RCTS reviewed
(Devinsky 2018 and Thiele 2018) were assessed as "moderate" quality.

The Committee have failed to consider many useful observational studies. We appreciate that
more research is needed but key information to inform a balanced decision has been
dismissed. To illustrate this point the following 4 papers are relevant:

1. McCoy B, Wang L, Zak m et al. A prospective open label trial of a CBD/THC cannabis
oil in Dravet syndrome. Ann Clin Transl Neurol 2018: 5; 1077 -1088

This study included 19 children with Dravet treated with a product containing 100mg/ml CBD
and 2mg/ml THC. The mean dose achieved was 13.3 mg/kg /day of CBD and 0.27 mg/kg/day
THC. Median seizure reduction was 70.6% with a 50% responder rate of 63%. There were
statistically significant improvements in quality of life and reduction in EEG spike activity.
These children were on an average of 2.9 other AEDs. Adverse events included somnolence,
anorexia and diarrhoea. Liver enzyme abnormalities were noted in some who were on
valproate. No major adverse events were reported and no child withdrew from the trial due to
adverse events.

2. Tzadok M, Uliel-Siboni S, Linder | et al. CBD-enriched medical cannabis for
intractable paediatric epilepsy; The current Israeli experience. Seizure 2016: 35; 41-4.
A retrospective study of the use of CBD enriched medical cannabis in children with epilepsy.
74 patients were included with intractable seizures resistant to at least 7 AEDs. 66% had also
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failed a ketogenic diet a vagal nerve stimulator or both. The product was a 20:1 CBD:THC
formula. 89% of the children reported reduced seizures with 18% reporting 75-100%
reduction and another 34% a 50-75% reduction. Five (7%) reported worsening of seizures .
There were improvements in behaviour, alertness, language, communication, motor skills and
sleep. Adverse reactions included somnolence and fatigue, gastrointestinal disturbances and
irritability leading to withdrawal in 5 patients.

3. Pamplona FA, Rolim de Silva L, Coan AC. Potential clinical benefits of CBD rich
cannabis extracts over purified CBD in treatment-resistant epilepsy: Observational
data meta analysis. Front Neurol 2018; 9: 759

A meta-analysis of observational clinical studies in 11 papers involving 670 patients. Average
dose ranged from 1 to 50 mg/kg/day. 64% reported improvement in seizure frequency and
more reported improvement with CBD rich (full extract) products (71%) compared to pure
CBD products (36%). Patients with CBD rich extract had a lower average dose (6.1
mg/kg/day) than pure CBD products (27.1 mg/kg/day). Mild and severe side effects were
also less in the CBD rich group. Mild side effects included appetite disturbance, sleepiness,
gastrointestinal disturbance, fatigue and nausea. Rare and more serious side effects were
low platelet count, respiratory infections and alteration of liver enzymes. (13% incidence of
major side effects and 43% incidence of mild effects) Secondary effects were improvements
in awareness, sleep, mood, behaviour / aggression, language and cognition and motor skills.

4. Mitelpunkt A, Kramer U, Hausman m et al. The safety, tolerability and effectiveness
of PTL 101, an oral cannabinoid formulation in paediatric intractable epilepsy: A phase
Il open label single centre study. Epilepsy and Behaviour 98: 233-237, 2019

This study assess a cannabidiol product (93% pure CBD) in drug-resistant epilepsy and
found the medicine to be safe and efficacious.

“Sixteen patients (age: 9.1 + 3.4) enrolled in the study; 11 completed the full treatment
program. The average maintenance dose was 13.6 + 4.2 mg/kg. Patient adherence to
treatment regimens was 96.3 £ 9.9%. By the end of the treatment period, 81.9% and

73.4 £ 24.6% (p < 0.05) reductions from baseline median seizure count and monthly seizure
frequency, respectively, were recorded. Responders' rate was 56%, two patients became fully
seizure-free. By study end, 8 (73%) caregivers reported an improved/very much improved
condition, and 9 (82%) reported reduced/very much reduced seizure severity. Most
commonly reported treatment-related adverse effects were sleep disturbance/insomnia, (4
(25.0%) patients), followed by somnolence, increased seizure frequency, and restlessness (3
patients each (18.8%)). None were serious or severe, and all resolved.

Conclusions

PTL-101 was safe and tolerable for use and demonstrated a potent seizure-reducing effect
among pediatric patients with TRE”.

These 4 examples of the literature show reasonable efficacy in a very difficult- to-treat
population with relatively few side effects.

End Our Pain Guideline 16 24 - 29 _ — Evidence review on behalf of EoP (side effects) Thank you for your comment.
The committee discussed the adverse events as they considered this to be one of the key
The NICE draft guideline states that “People with these epilepsy syndromes also report a concerns when considering prescribing CBMPs. The committee were also aware of the side-
very high rate of adverse events. Open-label studies (clinical trials in which the treatment and | effects of seizures, however the low-quality evidence that is currently available made it
placebo groups are not disguised) of cannabis-based medicinal products in other types of difficult to compare both the benefits and harms of CBMPs. This has led to the development

epilepsy have also shown a very high level of adverse events (in up to 98% of people) but it | of the research recommendations.
was not possible to determine how many of these were due to the cannabis-based
products” (MB emphasis)
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This statement is disingenuous. The accepted rate of side effects is quite low as confirmed in
the 4 example papers and in other publications. Most side effects are minor and transient.
Clearly, as with any medicine, there are some serious adverse events. However, CBD is
remarkably safe. THC medicines have more side effects according to the THC content but it
should be remembered that CBD counteracts the effects and side effects of THC. Epilepsy
cannabis medicine will always contain CBD. The Committee admits that they cannot be sure
that the reported side effects are secondary to the cannabis-based products. The serious side
effects of the other AED “standard” medication needs to be borne in mind, particularly when
used in combination in a polypharmacy regime.

End Our Pain

Guideline

18

12-16

— Evidence review on behalf of EoP (other jurisdictions)

50 countries have now adopted medical cannabis legislation. Lessons need to learnt from
these countries and the NICE report does not refer to any prescribing guidelines in other
jurisdictions. Australia, for example, has published their guidelines for practitioners.

Their recommendations are as follows:

1. Epilepsy treatment with medicinal cannabis or cannabinoids is only
recommended as an adjunctive treatment - that is, in addition to existing anti-
epileptic drugs.

2. Should the treating physician elect to initiate medicinal cannabis therapy in
epilepsy patients, it is recommended that CBD be used as adjunctive therapy to
existing AEDs in children or young people aged up to 25 years, with the primary
aim of decreasing seizure frequency and improving overall quality of life.
Achieving full seizure remission is likely to be rare. There is insufficient evidence
to provide recommendations for adults aged over 25 years.

3. Patients and prescribing clinicians should be aware of likely adverse events such
as diarrhoea, drowsiness, and changes to appetite. Adverse events such as a
worsening of seizures, convulsions, severe diarrhoea or behavioural difficulties
may affect the aims of the epilepsy treatment and increase the likelihood of
treatment withdrawal, and should be evaluated on a case by case basis. If
treatment is likely to be long-term, it is important that any side-effects from
medicinal cannabis are not greater than side effects experienced with other
AEDs, and that their response to treatment is regularly assessed.

4. In the absence of strong evidence for dosing and specific preparations of
cannabis or cannabinoids in epilepsy treatment, it is recommended that should
the treating physician elect to initiate medicinal cannabis therapy in epilepsy
patients, patients should be re-evaluated after 12 weeks for evidence of response
to treatment.

5. In the absence of strong evidence for dosing and specific preparations of
medicinal cannabis in epilepsy treatment, it is recommended that CBD be used
and re-evaluated after twelve weeks of therapy, to ascertain whether there has
been any benefit from its introduction.

6. Prescribing clinicians should also be aware of the potential drug-drug interactions
with CBD and anti-epileptic drugs.

The Australia report drew on 22 studies, both observational and randomised trials. Their
conclusions appear reasonable and balanced.

Cannabis for epilepsy use is now legal in 34 of the 50 USA states as well 5 of the G7 nations.
In those states and G7 nations cannabis prescription for epilepsy is allowed. In all bar two of
the 50 countries that have adopted medical cannabis legislation prescription for epilepsy is
allowed.

Thank you for your comments. The NICE guideline also considered and included
international guidelines as part of the evidence review. This included guidelines from Canada,
Ireland, Australia and the Netherlands. Furthermore, NICE guidelines are written for the
English healthcare system and so we look to ensure that we have professionals and lay
experience in that system
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End Our Pain

Guideline

11-20

EoP considers that the first part of paragraph 1.4 of the draft guideline should be changed
from how it is proposed to be drafted, to read as follows:

make-arecommendation-on Consider the use of cannabis-based medicinal products for

severe treatment-resistant epilepsy. Thereforethey The committee have made research

recommendations to promote further research and inform future practice.”
The reasons why EoP considers that these changes should be made are as follows:

1. The comment as to the lack of good quality evidence is inappropriate as part of the
recommendation. Recommendations 1.1, 1.2 and 1.3 do not contain any information
as to the adequacy of the evidence-base, nor any explanations as to the reasons for
the recommendations. They are, appropriately, confined to the recommendations
themselves. Recommendations should be just that — recommendations. Providing
reasoning as part of recommendations is liable only to create confusion for clinicians:
in this case by suggesting that there is a recommendation against the use of CBMPs.
Supporting reasoning for recommendations can be presented elsewhere.

2. Our families’ consistent experiences show that without a recommendation positively
encouraging practitioners to consider the use of CBMPs, patients will continue to be
denied NHS prescriptions, even where one is merited in a particular case. The
simpler wording that we propose at paragraph 1.4, starting with “Consider”, is
consistent with recommendation 1.1.1.

3. ltis untrue that there is “no good quality evidence in this population”. There is a
considerable body of evidence to support the prescription of CBMPs in appropriate
cases. That is why Parliament changed the law to allow precisely that. The key
problem with the draft recommendation is that it has the intention or effect of
discouraging practitioners even from considering prescribing CBMPs in appropriate
cases, thereby defeating the intention of Parliament in enacting the change to the law
(as discussed further below). In this respect, it is disappointing to find that this
restrictive approach appears to follow the interim guidance previously issued by the
BPNA, which contained serious errors. (6)

We emphasise that the difference between the recommendation which EoP is seeking, and
the current draft recommendation, is small but absolutely crucial. EoP is not asking for a
recommendation that CBMPs should always be prescribed in all cases of severe drug-
resistant epilepsy. Instead, what it is asking for is that (in the mould of the other
recommendations in the same draft guideline) it be positively recommended that clinicians
consider prescribing in appropriate cases. This is particularly appropriate given the evidence
of decreasing efficacy of existing pharmaceuticals once one pharmaceutical anti-epilepsy
drug has failed.

We note that NICE has disclaimed that it is making a recommendation against prescriptions
in certain cases: its position is rather that it is not prepared to make a recommendation either
way. If, as NICE would appear to recognise, consistently with the history of the legislation by
which CBMPs can now lawfully be prescribed, there are at least certain cases in which
CBMPs would be appropriately described, then that should be reflected in the guideline. This
will crucially give clinicians the assurance which in practice doctors do not feel they have,
even in those cases. In short, NICE should make a positive — albeit modest —
recommendation, rather than adopting a supposedly neutral stance which is at odds with its
own rationale, and which will continue to limit access to CBMPs for those in desperate need.

Thanks for your comments. The information in section 1.4 for epilepsy is not a specific
recommendation but is instead guidance on why the committee decided they could not make
a recommendation. The committee did not feel that they could make a recommendation to
consider the use of cannabis-based medicinal products because of the current low-quality
evidence base.

Although there were some RCTs which are considered higher quality evidence, these were in
relation to Lennox-Gastaut and Dravet syndromes which were not in the scope of this
guideline. Results of the technology appraisal for these syndromes will be published later this
year.

Although the committee did not feel that they could make a recommendation based on
current evidence, they did not want to prevent people being prescribed cannabis-based
medicinal products if a clinician felt it was appropriate for a particular patient. This is why the
committee did not make a recommendation against the use of these products for epilepsy.
However there was not sufficient evidence to be able to state specific populations that would
most benefit from this. More information on the committee’s discussion around this can be
found in the evidence review D.
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(6) For example, the BPNA relied on a study conducted into the effects of THC on
adolescents who smoked cannabis recreationally. That is inappropriate, where the issue is
the efficacy of pharmaceutical grade CBMPs on patients with severe treatment-resistant
medical conditions.

End Our Pain

Guideline

General

General

This document forms the response of End Our Pain (“EoP”) to the consultation on NICE’s
draft guideline on cannabis-based medicinal products (“CBMPs”).

EoP is a registered stakeholder in the development of this guideline. We are a campaigning
organisation set up to help secure legislation for access to wholeplant medical cannabis for
patients in the UK, to help them gain relief from their distressing symptoms. EoP provides the
Secretariat services to the All-Party Parliamentary Group on Medical Cannabis under
Prescription and is the most powerful voice in Westminster on this issue. The campaign
represents patients suffering from all conditions who seek medical benefit from access to
medicinal cannabis.

The campaign has a particular emphasis on patients — many of them infants and young
children — with severe, drug-resistant, intractable epilepsy who represent the most urgent
need. We therefore have a particular interest in the aspects of the draft guideline which
address these conditions. It is those aspects which are the focus of this consultation
response.

This consultation was open for four weeks, almost all of which fell during the August school
holidays. EoP requested that the consultation period be extended by two weeks, in order to
allow the families we represent proper time to give a full and meaningful response to the draft
guideline. Although NICE allowed EoP one additional week to submit its response, this still
did not give us the time we consider to be fair and necessary. This document represents all
that has been possible in the limited time afforded to us.

Thank you for your comments.

End Our Pain

Guideline

General

General

The significance of the change in the law

NICE will be well aware that the background to the guideline is the recent change in
legislation by which CBMPs can now lawfully be prescribed. The key point here is that that
change in law has reflected an intention on the part of Parliament that there will be at least
certain cases in which such prescriptions should be given. Were it otherwise, the change in
the law would not have made any sense.

EoP calls on NICE accordingly to reflect the intention of Parliament in its guideline, in the way
set out above: whilst CBMPs will not always be appropriate for all cases, they absolutely are
appropriate for some, and it is crucial that in those cases doctors feel able to prescribe with
the backing of a recommendation of the above type.

In more detail the recent history is as follows.

Until 1 November 2018, CBMPs were listed in Schedule 1 of the Misuse of Drugs Regulations
2001 (“2001 Regulations”). That meant they could not be lawfully prescribed to patients in the
UK. Following the high-profile case of Alfie Dingley, whose mother Hannah Deacon was
supported by EoP, the Government agreed to commission a review to consider a change to
the law preventing the prescription of CBMPs.

In June 2018, the Chief Medical Officer for England and Chief Medical Advisor to the UK
Government, Professor Dame Sally Davies (“‘the CMO”), conducted a review of the evidence
of the therapeutic and medicinal benefits of cannabis-based products (“the Review”). The
purpose of the Review was to “advise on the appropriateness of [cannabis-based products’]
place within Schedule 1 of the Misuse of Drugs Regulations 2001...” (7)

Thank you for your comment. We recognise that the CMO identified sufficient evidence to
reschedule CBMPs. NICE considers cost-effectiveness evidence as well as clinical
effectiveness when determining which treatments to recommend on a population-wide basis.
For the chronic pain population, the evidence showed that CBMPs were not clinically and
cost effective. For the epilepsy population, the committee did not feel that there was sufficient
evidence available to make a positive or negative recommendation. Clinicians can still make
their own individual prescribing decisions in the best interest of their patients.
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The CMO'’s central conclusion is contained in paragraph 1.4 of the Review:

“There is now...conclusive evidence of the therapeutic benefits of cannabis
based medicinal products for certain medical conditions and reasonable
evidence of the therapeutic benefit in several other medical conditions. This
evidence has been reviewed in whole or in part, and considered robust, by
some of the leading international scientific and requlatory bodies, as well as
the World Health Organisation (WHO)...I therefore recommend that the
whole class of cannabis based medicinal products be moved out of
Schedule 1 [of the Misuse of Drugs Regulations 2001]” (8)

The CMO was clear about the purpose of the change to the legislation: “/mjoving these drugs
out of Schedule 1 would allow them to be prescribed under controlled conditions by
registered practitioners for medical benefit.” (9)

The Committee is correct to recognise that many patients in this population benefit from
treatment with CBMPs. However, NICE’s failure to make a recommendation of the sort
required (see above) is making it impossible for our families to obtain NHS prescriptions,
causing unconscionable risk to the health of the children affected and an impact on families’
finances which can be impossible to manage. Several families risk criminalising themselves
in order to personally transport these products into the UK from abroad. They do this because
they simply cannot afford to pay the huge costs charged by private importers in the UK. In
other words, these families face an impossible dilemma.

A recommendation to consider the use of CBMPs in cases of severe treatment-resistant
epilepsy would more accurately reflect the reality that some patients in this population group
can benefit from treatment with CBMPs. Were such a recommendation to be made, it would
still be for individual doctors to make individualised decisions in the best interests of their
patient. Indeed, that is the only approach that can work with CBMPs, which are highly
personalised medicines. Doctors would feel greater confidence in making those individualised
decisions knowing that there is clear guidance from NICE that they should consider
prescribing CBMPs in appropriate cases.

The Review was based upon evidence reviews from outside the UK. The CMO considered
evidence collated in Australia, Ireland and the USA, as well as reviews by WHO. She
regarded this evidence as conclusive or at least reasonable to support changing the
legislation. The CMO reported that WHO considered the evidence to be “robust.” For
example, the CMO draws upon a 2018 review of evidence commissioned by the Australian
Commonwealth Department of Health, which found that there is “limited but high quality
evidence for the use of medicinal cannabis products in epilepsy.” (10)

Parliament accepted the CMO’s recommendation, and changed the law.

It enacted the Misuse of Drugs (Amendments) (Cannabis and Licence Fees) (England, Wales
and Scotland) Regulations 2018, which moved CBMPs out of Schedule 1 of the 2001
Regulations and into Schedule 2, with effect from 1 November 2018. (11) The change meant
that for the first time CBMPs could be prescribed in the UK.

In October 2018, when laying the amended legislation before Parliament, then Home
Secretary Sajid Javid said in a written ministerial statement:

“I have been clear that my intention was always to ensure that patients have
access to the most appropriate course of medical treatment. | stressed the

NICE guideline recommendations are based on the best available evidence. Review
questions guide the search for evidence, and the type of evidence used depends on the type
of question. For example, a randomised controlled trial is often the most appropriate type of
study to assess the efficacy or effectiveness (including cost effectiveness) of an intervention.
The NICE guideline also considered and included international guidelines as part of the
evidence review. This included guidelines from Canada, Ireland, Australia and the
Netherlands,
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importance of acting swiftly to ensure that where medically appropriate, these
products could be available to be prescribed to patients. | have been clear
that this should be achieved at the earliest opportunity whilst ensuring that
the appropriate safeguards were in place to minimise the risks of misuse and
diversion.

Building on the expert advice we have received, first from the Chief Medical
Adviser to the UK Government and then the Advisory Council on the Misuse
of Drugs (ACMD), the regulations we have laid today give effect to my
commitments.” (12)

However, despite the clear intention behind the change in the law, to our knowledge only two
patients have been granted NHS prescriptions for CBMPs to date.

From the experience of the families we represent, we know that — despite the change in the
law — many doctors still feel they cannot prescribe CBMPs because of the terms in which the
available guidance is cast. Even where their own professional opinion is that a CBMP would
be medically appropriate and beneficial for a particular patient, doctors fear negative
repercussions from their regulator.

That is why the content of the draft guideline matters so much to the families EoP represents,
and to all patients suffering with severe drug-resistant epilepsy. The Committee has explicitly
recognised that there are patients who are currently benefitting from treatment with CBMPs.
The Committee states as follows:

“Not making a recommendation against their use means that people who are
currently benefitting from the use of CBMPs can continue with treatment, and
specialists, people with epilepsy and their carers will not be prevented from
making individualised treatment decisions.”(13) (Emphasis added)

The Committee is correct to recognise that many patients in this population benefit from
treatment with CBMPs. However, NICE’s failure to make a recommendation of the sort
required (see above) is making it impossible for our families to obtain NHS prescriptions,
causing unconscionable risk to the health of the children affected and an impact on families’
finances which can be impossible to manage. Several families risk criminalising themselves
in order to personally transport these products into the UK from abroad. They do this because
they simply cannot afford to pay the huge costs charged by private importers in the UK. In
other words, these families face an impossible dilemma.

A recommendation to consider the use of CBMPs in cases of severe treatment-resistant
epilepsy would more accurately reflect the reality that some patients in this population group
can benefit from treatment with CBMPs. Were such a recommendation to be made, it would
still be for individual doctors to make individualised decisions in the best interests of their
patient. Indeed, that is the only approach that can work with CBMPs, which are highly
personalised medicines. But doctors would feel greater confidence in making those
individualised decisions knowing that there is clear guidance from NICE that they should
consider prescribing CBMPs in appropriate cases.

(7) Cannabis Scheduling Review Part 1: The therapeutic and medicinal benefits of Cannabis
based products — a review of recent evidence, para 1.2:
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_dat
alfile/722010/CMO_Report _Cannabis Products Web Accessible.pdf

(8) Emphasis in the original

(9) Para 1.5
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(10) See para 9.1 of the Review. The Australian review drew on 22 studies, including both
observational studies and randomized controlled trials: https://www.tga.gov.au/epilepsy-
randomised-controlled-trials-and-other-studies
(11) See regulation 7 of the 2018 Regulations
(12) https://www.parliament.uk/business/publications/written-questions-answers-
statements/written-statement/Commons/2018-10-11/HCWS994/
(13) NICE, Cannabis-based medicinal products: evidence reviews for epilepsy DRAFT
[August 2019], pg. 20, lines 28-32.
End Our Pain Guideline General General The evidence of benefit Thank you for taking the time to share details of the care received by children affected by

As above, it appears that NICE already recognises the benefit that CBMPs can bring in
certain cases. For that reason alone, NICE’s position that there is “no good quality evidence”
to support a positive recommendation of any sort is one we find difficult to understand.

However, if NICE has been under any doubt as to the sufficiency of evidence to support the
modest recommendation we consider should be made, that should no longer be so. As
summarised below, there is a very large amount of evidence to support the making of that
modest recommendation.

First, there is the evidence of the parents whose children continue to be affected by severe
treatment-resistant epilepsy.

Of the parents EoP supports who access CBMPs for their children, almost all do so through
expensive private prescriptions, either issued in the UK or in Holland. The only exception is
h H whose son [l is one of only two patients with an NHS prescription
for CBMPs.

These families will be directly affected by this guideline. If the draft recommendation in
paragraph 1.4 becomes the final recommendation, the guideline will continue to entrench the
restrictive approach adopted by the BPNA, which fails to take into consideration the
exceptional clinical circumstances of children with intractable epilepsy, the devastating side
effects they experience on pharmaceutical medication, and the extraordinary effect the
CBMPs have had on their health and wellbeing. This has been nothing short of life-changing
for these families.

The children of the families we support have the most extreme, if not entirely novel, forms of
intractable epilepsy and have exhausted most, if not all, pharmaceutical medication available
on the NHS. They are exceptional cases, with exceptional clinical need who have
demonstrated under private prescription that CBMPs do more to alleviate their symptoms
than any medication they have been given to date.

Their experiences provide the best evidence of CBMPs working in patients, in a clinical
setting, all monitored and cared for by their clinicians. They demonstrate a profound change
in the severity, type and duration of the seizures, changes that has never been replicated by
pharmaceutical medication. These experiences should not be discounted simply because
they have not been identified in a clinical trial setting. These experiences should operate to
educate and encourage doctors that, when all reasonable alternatives have been tried, they
should consider all treatment options available to them, including CBMPs.

In the case of | I I the clinical team had exhausted all standard
pharmaceutical medication including unlicensed drug combinations, invasive brain surgery
and the ketogenic diet, with limited if no improvements in [l condition. In this particular
circumstance, the family no longer had any viable pharmaceutical alternatives to control

100 seizures a day. In the case of || | | |} BB he is the only child in the

severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best
interest of their patient taking into account their values and preferences. However the
committee agreed there wasn'’t sufficient quality and quantity of evidence to make population
level recommendations. Research recommendations were made to promote the evidence
base in this area. This should include the views of patients, carers and families. The
committee agreed that a national or local registry of prescribing practices of CBMs was also
needed.
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world with the particular genetic mutation which causes his epilepsy. There will never be an
RCT which can appropriately study his condition, balance the risks and reach a conclusion
which can be applied to a broader patient base, as there is not one. His care should be
conducted on an individual basis, reviewing his response to medication and any applicable
side effects. It is clear that the drafting of the guideline could operate to prevent children such
as I and I accessing any further treatment which may help control their
condition, and that they will continue to suffer on a daily basis.

Importantly, the changes in the quality of life are not just felt by the children whose epilepsy is
better controlled. There could be a real improvement in the health and wellbeing of close
family members and carers, who are constantly in fear of the risks and side effects of their
child's care. Many of the families have other children who struggle to understand the severity
of their sibling’s condition, and are frightened and scared by the symptoms they see. In the
case of h his family have had to seek primary mental health support and
social worker care for their other son, [ ]l in order to help him cope with severity of
condition.

The principal point which can be drawn together from the families’ submissions is that their
children are suffering. These are all circumstances of intractable epilepsy where conventional
treatment has been ineffective and exposes their children to high doses of dangerous, off-
licence and commonly untested (on the child population) adult medication which inflicts high
volumes of adverse effects. The families have, after reviewing the draft guideline, prepared
responses to outline their own individual experiences, which are found at comment number 7
— 19 of this submission. However, a summary of their different experiences between
pharmaceutical medication and CBMPs include:

1. | After being on over 15 different medications and seeing little to no
change in his more than 100+ seizures a day, the prescription of CBMPs
(progressively weaning off other pharmaceuticals) has resulted in || ]I having
fewer than 10 seizures a day, walking and drinking independently, and no longer
attending hospital on a frequent, if daily, basis.

2. . /< responding negatively to five separate anticonvulsants
over a 2-year period, ]l has been weaned off her pharmaceutical

medications and relies solely on CBMPs. There has been a marked improvement in
the type, duration and severity of her seizures, with improvements in her quality of
sleep, attention span and gait. Il has not been on any other daily
medication, pharmaceutical or otherwisew. It should be pointed out that
the prevailing approach has caused the family huge emotional and
financial hardship, given the enhanced risk of mortality for their child. Only very
recently il medication, obtained in Holland, under prescription issued by a
British Paediatric Neurologist, was confiscated only to be returned later with
significant additional costs. The prospect of this child being deprived of effective
medication, when all conventional drugs have failed, should not be countenanced
by NICE. A track record of |l success should be ample proof that her
cannabis oil has greatly mitigated her symptoms, justifying an NHS prescription.

3. N << starting CBMPs, [l would have at least 5-20

seizures a day, lasting an average of 5 minutes. Since starting CBMPs in [
a has had 19 seizure free days over a 29-day period, is more alert and can
focus on people's faces.

4. . /< being prescribed Bedrolite in May 2019, | IEGzc

seizure frequency has reduced by 85% and he is now a happy and responsive
year old boy. This is a marked improvement from the side effects he
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10.

11.

experienced on pharmaceutical medication, which left him heavily sedated and
miserable.

I During the course of her treatment, [l did not respond
to the combination of four different anti-epileptics and surgical installation of a vagal
nerve stimulator. After starting treatment with CBMPs in h [ ES
had a huge reduction in the frequency in her seizures and marked improvements in
her quality of sleep.

: _ suffered with over 600 daily myoclonic jerks and had
life-threatening side effects from his treatments with anticonvulsants, including
excessive weight gain, blood transfusions, and being inadvertently forced into a
medically induced coma. After spending almost the entirety of his life after his
diagnosis in hospital, since starting CBMPs in has now been seizure free
for over 11 weeks and no longer needs to wear his protective helmet.

I B siruooled to control his seizures and responded

negatively to whatever combination of 18 pharmaceutical medication options
provided, including attending hospital for intravenous delivery of the drugs and not
responding to up to three rescue medications given whilst in seizure. The severity of
ﬁ seizures has frequently resulted in severe injuries and broken bones. The
delivery of CBMPs has had a marked improvement on [l lite, he can interact
and play with other children his age, he can speak more clearly, he has better co-
ordination and balance, and he no longer needs frequent ambulance
delivery/intervention or hospital stays.

I - B - B s had all the normally
prescribed antiepileptic medication, tried the ketogenic diet and had a vagus
stimulator installed with limited success. Since starting CBMPs in i

daily seizures have reduced by 80%, she is more alert, and no longer
needs a wheelchair when leaving the house. In the year since starting on CBMPs,
there have been no reported side effects.

I B (25 2 very happy, intelligent and active little boy

until he was diagnosed with complex epilepsy at the age of |l Since then,
his treatment with pharmaceutical anti-epileptics was unsuccessful, painful and he
stated that he would rather die than ever be given IV phenytoin ever again. The
addition of CBMPs to his treatment has resulted in “ having seizure free
days for the first time in years and he is able to read, write, and attend
school, which he would not have been able to do previously.

I D-spitc being prescribed a range of primary anti-epileptics,
secondary pharmaceutical medication, and the ketogentic diet, [JJJJlij continued to
suffer hundreds of seizures a day. Upon commencing treatment with CBMPs and
ceasing treatment with pharmaceutical medication, h seizures have become
manageable and he has begun to thrive, including recognising and reaching for his
parent's faces and demonstrating emotions — something they never expected after
the severity of his diagnosis.

is an | NI boy who is the only recorded

case in the world of an gene mutation which is attributed with causing his
intractable epilepsy. The severity of [l seizures, and the frequency in which
he entered status epilepticus, has required him to be placed into a medically-
induced coma on more than one occasion, of which one coma lasted for three
weeks. After starting CBMPs in , has not required hospital
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admission for his seizures and their frequency has plateaued; a marked difference
to the first year of his life which required constant hospital intervention. Additionally,
has not entered into status epilepticus since starting treating with CBMPs.

12. | /it being diagnosed with intractable epilepsy at age 4,
alongside a rare chromosomal disorder, |l suffered up to 300 seizures a day

with one episode requiring admission to intensive care for over 6 weeks. In order to
manage her condition, h has been prescribed a combination of 15 different
pharmaceutical medications, as well as surgical installation of a vagal nerve
stimulator, with little to no impact on her seizures. After starting CBMPs, _
has had a remarkable improvement in the severity and frequency of her seizures,

enabling her to be re-learning how to walk and talk.
oys in the world who
h mutation.

I N B < B o on'y I -
suffered up to 500 seizures a month which could

13.

has been diagnosed with intractable epilepsy attributable to a
By the age of

not be controlled by any combination of the 15 different pharmaceutical medications

that he had been prescribed to date. After starting CBMPs in
has experienced much better seizure control, including going completely
seizure-free. Whilst he is currently experiencing some relapses whilst a new
CBMPs regime is established, his seizures are much smaller, less frequent and
easier to control.

In view of the compelling evidence of the positive impacts of CBMPs outlined above, it would
be appropriate for NICE to make a recommendation which states that CBMPs should be
considered. Such a recommendation has the potential to make a huge difference to the lives
of children like those highlighted in this document.

Many pharmaceutical anti-epilepsy drugs which have been unsuccessfully tried by these
families have severe side effects. In the experience of the families we represent, any risks
involved in using CBMPs have been far outweighed by the improvements they are seeing in
their children's health and overall quality of life.

Secondly, there is the evidence of expert clinicians.

Professor Mike Barnes is a neurologist and rehabilitation physician. He was involved in the
EoP campaign that culminated in the first cannabis licence in the UK, for *
in i He remains the consultant looking after the cannabis prescription for .
Professor Barnes has conducted a review of the draft guideline, which is included in the
appendix to this consultation response.

He identifies the trial-and-error approach which is required to treat severe treatment-resistant
epilepsy. As he notes, the evidence demonstrates that where a patient in this population has
not responded positively to their first regime of anti-epilepsy drugs, there is a diminishing
likelihood of success with subsequent regimes of standard drugs. He also notes the complex
and severe side effects associated with multi-drug treatment regimes, many of which are
themselves “off-label” and tested by few randomised controlled trials. He further notes the
undue weight given which the guideline committee appears to have given to the side effects
of CBMPs, without also considering the serious side effects of regimes which include multiple
anti-epilepsy drugs.

In the circumstances, Professor Barnes highlights that any potential new medicine for this
population, such as CBMPs, should have a low threshold for clinical use, particularly if it has
a good safety profile.
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As Professor Barnes states, cannabis is a highly personalised medicine, which does not
readily fit into the pharmaceutical model of randomised, placebo-controlled trials. It is
therefore appropriate for observational studies to be considered. He points to several
observational studies which do not appear to have been considered by NICE.

Professor Barnes further highlights the experience of other jurisdictions in which the approach
to CBPMs better reflects the evidence base. This includes the balanced and reasonable
guidance for the prescription of CBMPs in Australia. The Australian experience was drawn
upon in the June 2018 review by the CMO, which resulted in Parliament changing the law in
this country. In developing the draft guideline, NICE does not appear to have given proper
consideration to the Australian approach, or that of other jurisdictions.

End Our Pain

Guideline

General

General

The families represented by EoP recognise the need for further research as to the efficacy
and risks of CBMPs. Nevertheless, there is clear evidence of its efficacy, recognised by our
own Parliament, the governments of Ireland, Australia, Holland, Canada and the USA, and by
WHO, which the NICE Committee appears to have rejected without giving any, or any
adequate, reasons.

In the meantime, the draft guideline, if it is published in its current form, will mean that these
families will continue to be prevented from accessing CBMPs without unacceptable financial
cost and personal risk, even though they are shown to be helping their children. Their stories
show that CBMPs have reduced seizures, hospital admissions and side effects and improved
quality of life for their desperately sick children, with the attendant cost savings to the NHS.
They also show that, despite these manifold benefits, NHS clinicians remain unwilling to
prescribe CBMPs without a positive recommendation supporting their use for severe
treatment-resistant epilepsy. The draft guideline would mean that our families would have no
way of escaping from a nightmare in which they must meet the crippling cost of private
prescriptions or risk allowing their children to experience horrendous suffering, permanent
injury, or death.

Amending the guideline in the manner proposed is the only way in which the intentions of the
NICE committee, to ensure that “specialists, people with epilepsy and their carers will not be
prevented from making individualised treatment decisions”, can be met.

End Our Pain

Guideline

General

General

Thank you for your comment. NICE guideline recommendations are based on the best
available evidence. Review questions guide the search for evidence, and the type of
evidence used depends on the type of question. For example, a randomised controlled trial is
often the most appropriate type of study to assess the efficacy or effectiveness (including
cost effectiveness) of an intervention. The NICE guideline also considered and included
international guidelines as part of the evidence review. This included guidelines from Canada,
Ireland, Australia and the Netherlands.

— Evidence review on behalf of EoP (gqeneral comments)

NICE, on August 2019, produced draft guidelines for consultation on Cannabis-Based
Medicinal Products (CBMPs). The guidelines include a “No Recommendation” advice on the
use of CBMPs for severe treatment-resistant epilepsy:

“Because there is no good quality evidence in this population, the committee
were unable to make a recommendation on the use of cannabis-based
medicinal products for severe treatment-resistant

epilepsy. Therefore, they made research recommendations to promote
further research and inform future practice”

We contest that this lack of any recommendation is unnecessarily restrictive and will
effectively preclude prescription of CBMPs on the NHS despite the suggestion from the
Committee that:

“Given the limited amount of research currently available for the use of CBMPs for treatment-
resistant epilepsy, the committee decided that making no recommendation was preferable to
making a recommendation against the use of CBMPs. Not making a recommendation

against their use means that people who are currently benefitting (my bold highlight) from

Thank you for your comments. As you mention the committee decided not to make a
recommendation against the use of CBMPs because they did not want to prevent people who
are currently benefitting from the use of CBMPs from continuing to receive treatment. By not
making a recommendation against the use of CBMPs, this also means that people can still be
prescribed CBMPs if the clinician feels that they may benefit. However, the committee did not
feel they could make a wider recommendation for people with severe treatment-resistant
epilepsy given the limited, low-quality, evidence base. There was no evidence that met the
inclusion criteria for our review that assessed specific polypharmacy combinations
incorporating CBMPs and so the committee could not comment on this.
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the use of CBMPs can continue with treatment, and specialists, people with epilepsy and their
carers will not be prevented from making individualised treatment decisions”.

Drug resistant epilepsy
Most people, adults and children, with epilepsy are well controlled on standard anti-epilepsy

drugs (AEDs).

Overall, about 70-80 % of people with epilepsy are controlled on a single anti-convulsant.
However, the remainder require a trial and error approach in order to maximise their
treatment regime. Unfortunately, if individuals fail the first treatment regime there is a
diminishing likelihood of success after the 2™ and subsequent regimes. In one study, as an
illustration, (Ramos-Lizana et al Seizure 18: 620-624; 2009), 61% of people responded well
to the first regime but only 8% to the second regime, 3% to the third and 1% to the fourth
regime. The usual course of action in drug resistant cases is to eventually use a
polypharmacy regime utilising several AEDs — with very limited chance of satisfactory seizure
control. There have been very few studies of optimal polypharmacy regime in such
circumstances. There have been a few studies assessing the efficacy of adding a third AED
to an existing two drug regime, such as the addition of stiripentol to an existing regime of
clobazam and valproate in Dravet syndrome (Chiron et al, Lancet 356: 1638-42; 2000).
However, in clinical practice the overwhelming number of polypharmacy regimes have not
been subject to any rigorous academic assessment by, for example, randomised controlled
trial and are usually a matter of clinical judgement by the prescribing physician. There are
considerable side effects problems when multiple AEDs are used.

The seriousness of drug-resistant epilepsy should not be understated. There are complex
and serious side effects often associated with multi-drug regimes. There is the major factor of
reduced quality of life for the person with epilepsy and their family. There is an increased risk
of death from uncontrolled seizures. Drowning in epilepsy in general, for example, is 15-19
times more likely than the general population and there is an increased risk of death from
suicide, drug overdose and other accidents. These risks are all further increased in
uncontrolled epilepsy and in particular the risk of Sudden Unexplained Death in Epilepsy
Syndrome (SUDEP) is much higher in drug-resistant epilepsy and is related to the number of
drugs prescribed and frequency of dose change and the residual frequency of the seizures.

In summary, drug resistant epilepsy in childhood, as well as in adulthood, is a serious and life
threatening issue with very limited evidence of the correct course of action to guide the
prescribing physician other than trial and error use of the available AEDs. The great majority
of the AEDs used in such circumstances have not been subject to clinical trials in such multi-
drug regimes and many used in childhood are used “off-label” as so few studies have been
conducted in the childhood drug-resistant epileptic population.

Thus any potential new medicine should have a low threshold for clinical use, particularly if

End Our Pain

Guideline

General

General

there is a good safety profile.
d — Evidence review on behalf of EoP (concluding remarks)

The NICE committee draft guidelines have adopted a negative stance for the prescription of
cannabis-based medical products for epilepsy. They have rejected the evidence from all but 4
studies and specifically excluded from their consideration all observational studies and other
sources of evidence. It is accepted that there is a paucity of randomised controlled trials as
yet in this field although it is worth pointing out that as cannabis is a family of medicines and
not a single molecule medicine it does not readily fit into the pharmaceutical model of
randomised, placebo-controlled trials. It is a very personalised medicine that requires
patience and skill to prescribe one of many products specifically tailored to the individual
patient. It should not be forced into a pharmaceutical pigeon hole into which it does not fit.
Many jurisdictions have realised this and established an Office of Medical Cannabis to assess
evidence more appropriately to the product and monitor quality and supply.

Thanks for your comments. The independent guideline committee considered evidence from
11 observational studies as well as the 4 RCTs. However, they decided that this was too low
quality to be able to confidently make a recommendation in favour of the use of cannabis-
based medicinal products for severe treatment-resistant epilepsy.

The committee decided not to make a recommendation against the use of CBMPs because
they are aware that some people who are prescribed them do experience benefits. However,
without higher quality evidence they were unable to fully assess both the benefits and harms
of CBMPs, and therefore make a recommendation for their use.

The committee discussed the variety of CBMPs and how the different constituents may have
varying effects on epilepsy. This led them to make research recommendations for the use of
different types of CBMPs. The aim of these research recommendations is to provide higher
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The committee acknowledges that "CBMPs...had the potential to generate significant gains in
quality of life" (Evidence Review D p.20) but its decision not to recommend CBMPs does

not reflect this. In particular, the lack of any positive recommendation means that the stated
aims of the committee (ensuring that “people who are currently benefiting from the use of
CBMPs can continue with treatment, and specialists, people with epilepsy and their carers
will not be prevented from making individualised treatment decisions" and "preventing "an
increase in patients and carers using unprescribed (over the counter/internet)

CBMPs" (Evidence Review D, p.20)) are incapable of being met, because NHS doctors will
not prescribe without a positive recommendation to consider the use of CBMPs.

The guidelines fail to understand the subtlety of cannabis medicine. As an example, they do
not appear to understand the fundamental difference between pure isolate CBD and full plant
extract CBD and other full extract products.

We consider that:

e Given the serious and life threatening nature of drug-resistant childhood epilepsy
syndromes

e Given the good safety profile of CBD cannabis products

e Given that existing AEDs for such epilepsy have mainly not been assessed through
randomised trials when polypharmacy is initiated

e Given the side effect profiles of existing AEDs in multiple combinations

e Given the plethora of studies showing evidence of efficacy and a good safety profile
(albeit not randomised clinical trials but “real world” data)

Then it is reasonable to suggest that cannabis-based medicinal products should be allowed
on NHS prescription. We suggest that physicians should learn from the ongoing prescription
experience by actively enrolling patients in to observational studies so we can learn more
about the products whilst not disadvantaging the patients in need of treatment who would
otherwise wait several years for a full trial programme to be completed and evaluated.

The UK should learn from other jurisdictions that have adopted this approach.

End Our Pain

Guideline

General

General

quality evidence to allow future committees to make more informed decisions when this
guideline is updated.

Individual Family Submissions 1 — _

Dear Paul Chrisp,

My name is |} E]l] I and | have been campaigning for the use of medicinal
cannabis in intractable epilepsy for over a year recently with End Our Pain. My son is

he is & years old and has intractable epilepsy, substantial
developmental delay, Autism, left hemisphere brain atrophy, right sided cerebral palsy.
i has been on clobazam, clonazepam, lamotrigine, levetiracetam, phenobarbital,
phenytoin, topiramate, sodium valproate, zonisamide, steroids, ethosuximide, chloral hydrate,
diazepam, buccal midazolam, Epidiolex. Most have been used twice or more and we were
told that as tolerance is built up to a drug it's swapped for another drug, or another added.
Unfortunately for none have worked. We have also used the ketogenic diet and
over 12 months later it was doing nothing to control the 100+ seizures a day. We also
explored brain surgery with Professor _ she said was at a huge
risk of SUDEP due to his bad seizure control, yet surgery was reported to be a palliative
option which would leave |l further disabled creating other health conditions.

We found out about cbd oil in 2014 when there was talk of |l started trials and we
were seeing it’s results for epilepsy and other conditions via the internet. We did some
research and asked about access to the drug, but were told [l does not have
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Thank you for taking the time to share details of the care received by your child affected by
severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best
interest of their patient taking into account their values and preferences.

The committee considered the evidence in the area. The RCT evidence focused on treatment
for particular epilepsy syndromes and the committee agreed that these findings couldn’t be
extrapolated to other forms of epilepsy. The committee also considered observational studies
but agreed that these were of very low quality due to the high risk of bias. Overall, the
committee agreed there wasn'’t sufficient good quality evidence to make population-level
recommendations.

Research recommendations were made to promote the evidence base in this area. This
should include the views of patients, carers and families. The committee agreed that a
national or local registry of prescribing practices of CBMs was also needed.
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any syndrome they are aiming the research at, to get the drug passed, just brain damage
from birth. Even though epilepsy is a symptom not a syndrome. We then tried a few well
known cbd products in dwith little success due to inconsistency as there was a high
demand of good products. We then got a Canadian whole plant medication from a Canadian
clinic and used it from early _gsuccessfully, with a reduction of seizures to just 6 a day
using very little, until September when we were running out, we were then given Epidiolex in
ﬁ, 6 ml a day, which was failing by _ so we discussed the use of bedrocan
medications with our neurologist and he asked if he could prescribe these as _ met all
of the 5.2 BPNA guidance, and he felt _ had exhausted all other treatments and he
said Professor h outlines that fact in her letters about _ and the
treatments he had received, he was told NO and a refusal letter was sent. At the end of

my son was having 300 tonic seizures a day and nearly died. Access to medication
was still refused by senior staff because of the guidance put out by the BPNA that said they
did not advise it being prescribed due to not enough evidence. So regardless of meeting the
5.2 guidance to be prescribed, and other guidance they have decided to not prescribe on an
individual basis to anyone until there is further evidence, as this is what the guidance says.
We were told to get a second opinion.

We got an independent second opinion in early _ and started Bedrolite(cbd) and
bedica(thc) medication in i Since then we have weaned Epidiolex, reduced
phenobarbital and we are currently weaning clonazepam, We will then just be on 16ml
Keppra per day and 5ml phenobarbital per day, along side the bedrolite and bedica.

I s<izures have reduced from 100-300 per day each lasting a few minutes to just 3-
12 a day lasting no more than 10 seconds. Since starting the medication he can walk again,
drink unaided, play with toys, interact with others, see the world and not spend time in
hospital from drop seizure severe injuries, requiring CT scans or long hospital stays due to
uncontrollable increased seizures of 300 a day. h would have injuries everyday and
ambulances called out for serious head injuries often a few times a month. Our consultant
Neurologist has written letters to our GP to say how well is now doing since starting
the whole plant cannabis medication and Professor also said he would
endorse how well |l was on the medication. Yet still we can not access the medication
via the NHS due to restrictive guidance. Since weaning some of the anti epilepsy medications
my son is more alert to the world around him, and has better seizure control, than he did
before starting Epidiolex, and finishing his previous whole plant cannabis medication. He also
has no bald patches from AED medications and is no longer sedated and drooling unable to
feed or drink unaided. Il has never had such good seizure control, before trying
cannabis medication the best control was on 4 epilepsy medications and the ketogenic diet
and he was seen to have 87 seizures in less than 24 hours on telemetry eeg. Professor

at [ to!d us we may as well not use any AEDs as they just didn’t work for

. Whole plant Cannabis medications have so far been the most effective treatment
we have used to date to reduce our sons seizures. Giving him a quality of life and the ability
to live a full life, with there being less chance of suffering SUDEP. We were also concerned
when we were told that neurologists don’t know the long term effects of multiple AEDs on the
developing brain. We were never told this when they prescribed and adding up to 4 AEDs a
day.

We have gone down every avenue possible to obtain an NHS prescription for the medication
that works for our son. We have been blocked at every turn by i Our GP would like
to help as our Neurologist would but he has had no training yet to be able to do so under a
shared care scheme, the CCG will not fund it either, yet they are for one child | know of. The
hospital would not sign off on the paperwork filled in last year for the expert panel and they
are doing the same for an IFR and our Neurologist has been threatened with disciplinary
action if he goes against the trust. Recently we were told that they would like to take my son
off the cannabis medication he is doing well on, wash it out of his system, putting him back
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into 100s seizures a day and in two years time put him into a RCT. I'm not sure when it
became acceptable to experiment on disabled children again, | thought this was stopped
when the war ended. Also my child has a mental capacity of a 10 month baby, the placebo
effect is not likely to work with [l since he will not have an understanding of the
treatment and therefore the effect is nullified. | know far too much about cannabis as a
medicine so | would know instantly if we were given the placebo, or an ineffective isolate.
What we do see though is health professionals seeing the difference in my son and
documenting it, monitoring of his bloods also, via the NHS. So they want the data but expect
me to pay for the medicine that is enabling them to do so.

We are now left after seeking an independent second opinion, the NHS Trust told us to get,
paying £6300.00 per month privately in the UK or forced to criminalise ourselves to pay
£1948,00 in Holland per month. We are left with no choice due to bad guidance leaving
Hospital Trusts legally unable to allow NHS Neurologists to prescribe.

We are also continually fundraising and asking others to pay to keep our child alive. As 300 a
day seizures do irreparable damage to the developing brain. We are scared of having to go
abroad as we have been forced to do once before. | am a mother going to a foreign country,
buying just under three months supply of medication worth £5,844.00. | could be robbed,
arrested upon entering the UK or face getting a criminal record, just to keep my child alive
and well. Yet people that live in these countries can bring in 3 months supply yet we can't,
even though we have a UK private prescription. My other children can no longer have
holidays, fun summer days out and little luxuries they had before as we are putting every
penny we have into the pot to keep our son alive. We have been forced to use monies from
our business account, putting us into huge financial loss. | am constantly writing emails and
letters for help also, leaving us with little time as a family and us missing years of memorable
time with our children.

| would now like to see the children and adults using this right now be given NHS access
immediately, to these medications under a shared care arrangement to help families like us.
As | have said before to NHS England, MPs and the Department of health, the yellow card
scheme could be utilised to gain experience of any adverse effects people may have, yet no
one has ever died yet from taking cannabis, and two children have had it paid for through the
NHS for over 12 months, with no adverse effects. | would also like to see a number of doctors
trained immediately at a central place in the UK where cannabis based drugs could be
administered and vital data collected. Children are dying and these drugs are not even being
used as a last resort. In our experience they would rather use unlicensed drugs like, Chloral
hydrate which we proved didn’t work for seizures when it was given to my son whilst on
telemetry EEG. We have tried unlicensed drugs for his age, in the hopes it would help ease

his suffering and reduce seizures. We have been given drugs that have caused seizures also.

Now we have found an effective treatment we feel no one is helping us access this. We can
not sustain the costs for long term use of the drug helping him, | don’t think anyone could
afford it.

We don’t want our child back to 300 a day seizures lay in a hospital bed, or experimented on.
| have lots of video evidence, seizure spreadsheets and dosing documentation that could be
helpful yet no one has asked to see it. We now urgently ask N.I.C.E to step in and give
excellent guidance to help my child and others using these medications now, using all data
possible. It is not fair that we are being left to fund an effective treatment, saving the NHS
thousands a month. Especially when it is already being prescribed to two children via the
NHS.
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End Our Pain Guideline General General Individual Family Submissions 2 — _ Thank you for taking the time to share details of the care received by your child affected by

My name is | NG is my | year old daucI;hter. She

was diagnosed with Dravet Syndrome around old. Since the age of

i started suffering debilitating seizures that very quickly controlled her life
and ours. was blue lighted to hospital weekly , with no luck in controlling her
seizures, | was scared she was going to die with doctors not giving Me much hope for the
future.

| have set out a chronology of events based on _ medical notes. Because | do not feel
decisions are being made on what is best for the parents our children. In actual fact it seems
like full clinically denial. life before using bedrolite was heart-breaking and
destroying to watch our child suffer continuously. has been on no other AEDS since
i as they failed to work and gave her horrible side effects.

. was born.
. began experiencing seizures when she was 4 months old and in -

she was prescribed Buccal Midazolam. This medication is a benzodiazepine and is
used to treat a number of different conditions including seizures.

¢ An additional medication was introduced which ﬂ e took daily —
Carbamazepine. This is an anticonvulsant.

. - did not react well to Carbamazepine so she was prescribed Sodium
Valproate, another anti-epileptic drug.

e There is an association with taking Sodium Valproate and liver dysfunction
(especially in children under 3 years old).

e A short course of Clobazam was also tried around this time but - became
very agitated and had poor sleep so it was not re-prescribed.

e The dose of Sodium Valproate was increased again and Phenobarbital was

introduced for administration if cluster seizures continued after giving || Gz
Buccal Midazolam.

¢ Phenobarbital a central nervous system depressant which is primarily used as a
sedative hypnotic and also as an anticonvulsant in subhypnotic doses.

e Side effects can include (at an unknown frequency) anxiety; hallucination;
hypotension; megaloblastic anaemia; severe cutaneous adverse reactions (SCARSs);
thrombocytopenial.

5 continued to have seizures despite being on a fairly high dose of Sodium

Valproate. She was not experiencing any known side effects from Sodium Valproate
so it was continued but another medication was added — Lamotrigine, an anti-
epileptic drug.

e Initially, there were concerns that - was developing an ataxic gait but these
symptoms improved and she experienced better seizure control for a few months.

5 seizures worsened and - doses of Sodium Valproate and

Lamotrigine were increased.

severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best
interest of their patient taking into account their values and preferences.

The committee considered the evidence in the area. The RCT evidence focused on treatment
for particular epilepsy syndromes and the committee agreed that these findings couldn’t be
extrapolated to other forms of epilepsy. The committee also considered observational studies
but agreed that these were of very low quality due to the high risk of bias. Overall, the
committee agreed there wasn'’t sufficient good quality evidence to make population-level
recommendations.

Research recommendations were made to promote the evidence base in this area. This
should include the views of patients, carers and families. The committee agreed that a
national or local registry of prescribing practices of CBMs was also needed.
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. seizures dramatically increased again and Lamotrigine was
stopped. Dr (I Consultant Paediatrician at [l reported that:
o is on her 5th anti epileptic medication with no sign of adequate

seizure control. She merits a referral for a Ketogenic diet (KD), however, a
trial of Stiripentol should be undertaken beforehand”. Stiripentol was

rescribed.
e Dr ﬁ also stated that “The results of the trial using Cannabidiol were
encouraging. Although safety and efficacy results were good, further trials are
needed before this is made available as a prescription drug”.

I
e Around this time we started givin' Cannabidiol oil. Dr - (-
)

consultant paediatric neurologist stated that:

“Parents recently started her on Cannabidiol on their own and report that since
starting this she is much better in terms of her seizure frequency and they also
mention that she is more active and able to learn new things”.

I
e Atthattime -was taking Sodium Valproate 260mg twice daily, Stiripentol
300mg twice daily and self- administered Cannabidiol.
¢ Medical notes recorded that there was a good initial response to the Cannabidiol but
that seizures continue to occur on a regular basis, mainly Tonic Clonic seizures
during sleep.

mseizures worsened again and she experienced a significant neurocognitive

decline and consideration was given to prescribing an additional anticonvulsant.

I
. Initialli Stiriientol was stopped and then a drug holiday was aﬁreed with Dr -

and was weaned off Sodium Valproate as well. has not been on
any medication other than Cannabidiol since approximately.

e During this time there were regular discussions between ourselves and Dr -
regarding CBD and other possible treatments.

o Dr -reported that -:

“has now been off [Sodium Valproate] for the last two months. There has been no
appreciable improvement in cognitive skills. Parents notice generalised tonic/clonic
seizures once every 3 to 4 nights that last 1 to minutes at most”.

e We declined Ketogenic diet therapy, preferring to explore cannabis-based products.

e |t was reported by Dr - that:
“On CBD oil her seizures have reduced in frequency and there are longer gaps

between clusters. She used to have between 3 to 4 seizures a week and now she
can go up to 8 days between seizures. Total seizure count is also reduced with 6
seizures in the last 37 days”.
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e We took Wand where she was seen by Dr - a consultant
Neurologist. Dr prescribed [ llher current medication — Bedrolite and
Bedica — to treat the symptoms of her Dravet Syndrome. These are higher quality
cannabinoid medications than those that we had previously obtained.

e We applied to the Home Office for a licence for Bedrolite, with the assistance of Dr
. Initially we were informed that you could not make the application because
had not tried the ketogenic diet but it was later considered.

e The Expert Panel at the Home Office recommended that a time-limited licence for
Bedrolite be granted. The conditions on the licence required that as soon as
practically possible _treatment should be changed to Epidiolex.

e Cannabis-based medicinal products were moved from Schedule 1 to Schedule 2 of
the Misuse of Drugs Regulations 2001 making it legal for specialist doctors to lawfully
prescribe and for pharmacists to lawfully supply cannabis- based products.

e We hoped that this would allow ito receive a prescription for Bedrolite and
Bedica from the NHS.

I
. lreported in a letter to Dr - Consultant Paediatric Neurologist
o is now 4.5 months into treatment using CBD (Bedrolite and Bedica)

without any other [anti-epileptic drugs]. Her seizures are better compared to
when she was on multiple AEDs and the diary shows 6 [generalised tonic-
clonic seizures] in ﬁ none prolonged. The recovery from seizures is
much quicker with no panic/confusion in the postictal phase. The quality of
her sleep is much improved as is her attention on tasks and gait. There is
also better eye contact and social interaction prepared to before.

o There have been multiple meetings with parents for the use of CBD starting
from applying to the expert panel, going over to the new guidance from the
BPNA which formulated to use. | am waiting to hear whether Epidiolex will be
dispensed from . This preparation was advised by Dr h the
expert panel and in the BPMA guidance.

o Parents are using a different preparation of CBD (Bedrolite and Bedica)
prescribed by Dr |l consultant neurologist based in Holland. This is
currently self-funded. A seizure reduction of up to 50% from the baseline is
being noted, and so they do not want to switch to Epidiolex. In fact, they
would like to continue using Bedrolite and Bedica for a year or until they are
no longer able to fund it. There are concerns about Epidiolex compared to
Bedrolite from their own research. The fear is that the benefit to both
Bedrolite and Bedica is due to the composition of several cannabidiol with
THC, whereas Epidiolex only has one cannabidiol.

o M parents are asking me to prescribe Bedrolite and Bedica. They
have approached Professor i consultant neurologist, privately in this
regard who has written to me asking me to do the same. However, | am duty
bound to follow the guidance of the paediatric neurologist and the medical
director, and so | regrettably cannot prescribe this medication.

o Her parents are also asking me to explicitly state that | support the use of
Bedrolite and Bedica for h They would like to send a letter in support
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to the local MP, The - for discussion in Parliament. | would like to
take the advice from a medical director, as well as the GMC and Medical
Protection Society to know where | stand in respect of writing a letter to this
effect. | shall be in contact with the parents following the outcome of the
discussions.”

e Dr _ Consultant Paediatric Neurologist at - wrote in a letter

to us:

“We discussed the cannabinoids and | am sorry that | was unable to supply the
versions that you are presently giving her, and did feel you were in a difficult position,
particularly bearing in mind the great cost. | have explained that || jfillis one of the
limited number of children within the region for whom we could prioritise prescription
of Epidiolex on the basis of her underlying diagnosis and ongoing seizures.”

ﬁ, -dad, noted the following regarding an improvement in
seizure control:

“We have continued our seizure diary and in February we had 4 tonic/clonics and we
had much bigger gaps between seizures. 12 days seizure free and then a small
cluster of one tonic and two partials over two days then 20 days seizure free and then
day 21 small cluster, no tonic/clonics, 2 partials. Now we are at 28 days without
tonic/clonic so it seems they are slowly petering off with less severity. | am hopeful
this will continue with still no panic attacks and no insomnia and no nocturnal
seizures for months”.

Evisited - Hospital due to an increase in her seizures. She had been

experiencing at least two per day. The medical records state that:

“THC stopped 4 days prior to the increased seizures frequency”.

In fact we did not stop administering Bedica altogether, but we no longer give
Bedica every day.
was prescribed a 5 day course of Co-Amoxiclav (an antibiotic).

I
e Dr ﬂr‘ted in a letter to Dr - (-GP at -) that:
o @

was admitted with a non-specific iliness a few days back. Although
a urinary infection was suspected it was difficult to collect a urine sample for
culture. In the meantime she improved without any specific antibiotic
treatment. A genital swab did not show growth of any organisms or candida.
Coincident with this illness, an increase in generalised tonic/clonic seizures
was seen (from 2 days before admission till a day after discharge). They
have stopped after a single stat dose of THC administered by parents. Prior
to this she had gone a full 28 days without any generalised tonic/clonic
seizures.

o Looking at the seizure diaries she has had 10 GTCS and 3 [Complex Partial
Seizures] in January, 4 GTCS and 2 CPS in February, 19 GTCS and 6 CPS
in March. All the GTCS have been 1 to 2 minutes in length at most and she
has not needed a dose of Buccal Midazolam for over a year. Complex partial
seizures consist of staring, raising of one arm, head and eye deviation to one
side and then oro motor automatisms. This are preceded by hyperventilation
and on occasion her parents have been able to terminate a progression to a
seizure by blowing on her face. She has not had any nocturnal seizures,
myoclonic jerks or absences for several months now.
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o Her parents continue to administer Bedrolite (CBD oil) but stopped Bedica
(THC) around 2 weeks back to see what effect, if any, this was having on her
seizures. They want to hold off restarting this till they get a good idea of any

changes to the seizure pattern.
o ﬁcontinues to have an ataxic gait but this does not cause her any

difficulties in the sense that she doesn't fall. There has been no loss of motor
skills. After the THC was taken out her autistic traits have become more
prominent, especially repeated touching and increased display of emotions.
She was experiencing mild side effects to the CBD and THC such as dry
eyes requiring hydration drops, reduced oral secretions (a side benefit) and
slightly increased appetite. The latter has not resulted in excess weight gain.
She was slightly less vibrant on this medication but not enough to make her
drowsy. She is not experiencing any Gl side effects. The LFTs are normal.

o Once again parents asked if they needed to make any changes to the
treatment regimen. | advised that the Ketogenic Diet was the next option and

arents should adopt it when they feel ready.
o hcontinues to be seen by Dr iwith respect to her

developmental progress, and | will oversee the management of her seizure
disorder. There is a forthcoming meewi, Paediatric

Neurologist and the MP for this area later to discuss the funding of
i medication.”

Dr - - (consultant paediatric neurologist) from the - Hospital
wrote a private prescription for Bedrolite only.
| understand that Dr h made an application for the cost of this prescription be
paid for by the NHS (possibly in the form of an Individual Funding Request, although
these are usually made by GPs to CCGs).
On a meeting of the Drugs and Therapeutics Committee was held at

Trust to discuss prescribing Bedrolite for [l The record of this
meeting says:

o “PaWIndication: Dravet syndrome Requestor: Dr [ I

o Dr was present for this discussion. This request is for a specific
cannabidiol preparation (Bedrolite) for the treatment of Dravet syndrome in a
child who has not responded to standard anticonvulsant management.

o The committee was of the opinion that based on the current national
guidance on prescribing cannabis-based products this request may not be
relevant to the i as the trust does not currently have a doctor who
would be allowed to prescribe the drug (guidance suggests a Consultant
Paediatric Neurologist). Therefore this cohort of care would be through

as a local tertiary centre.
However, it was felt that in view of the current issues surrounding prescribing
of these products it would be useful to discuss the request in principal.

o The trust’s policy for the use of unlicensed medicines states that unlicensed
medicines are only used when no licensed alternative exists. Bedrolite is an
unlicensed “special” which carries minimal assurance in terms of GMP (good
manufacturing practice) and MHRA guidance. Whilst no licensed alternative
is available in the UK at present another cannabidiol preparation (Epidiolex)
is currently progressing through the licensing process in the UK and is the
preparation referenced in current guidance.

In summary, based on this information the committee was not able to support
the request for Bedrolite for two main reasons. Firstly the trust does not have
a consultant paediatric neurologist to supervise the safe prescription and
administration of this class of medication, and secondly if it did the preferred
cannabidiol preparation for us in the UK is currently Epidiolex.”
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e Subsequently we approached our GP,D;, to see if he would consider
prescribing Bedrolite and Bedica. Dr agreed to look into it but said that

. - Hospital informed us that Dr - could not assist Dr - We do
not understand their position as he has recently assisted us in making a Specialised

B =S not been blue lighted to hospital for seizures for 14 months, this is not
coincidental. We simply cannot continue like this and without a NHS prescription | NN wil
suffer as we cannot continue to find the people to fund this medication. But we shouldn’t have

Stakeholder Document | Page No | Line No Comments
assistance would be required from a specialist.
Services Individual Funding Request.
Conclusion:
been put in this position on the first place.
I
End Our Pain Guideline General General Individual Family Submissions 3 — _

Our Daughter [N is years old. She was diagnosed with Cardio-faicio-
cutaneous Syndrome at old. She suffered her first status epilepticus at

old. She has complex refractory epilepsy, pulmonary stenosis, developmental delay, sever
reflux, fed via gastrostomy, hypotonia, bilateral hearing impairment, and she has recently
developed hyponatraemia. CFC is a multisystem disorder associated with cardiac anomalies,
delayed development and intellectual disability. It is associated with neurological findings
such as low muscle tone (hypotonia), seizures and other brain anomalies. Poor growth is a
problem as well as thickened dry itchy skin.

We originally wanted to try Bedrolite because _ had poor seizure control, poor quality
of life, failure of conventional anti-epileptic medication, risk of drug toxicity. Drug toxicity is a
concern which has been raised by Dr hand Dr _ and the Neurology team at

I stortcd Bedrolite and Bedica on the |l and has been used in combination
with the medication listed in the table on page 1.

We found that since taking Bedrolite the ferocity of |l seizures has been significantly
less, has experienced an unusual amount of seizure free days and ﬁ
alertness has been greatly improved. [l has only had one hospital admission since
starting Bedrolite and Bedica, during which she was given a dose of 5mg midazolam which
broke the seizure as the ambulance arrived. She was then taken into hospital as a pre-
cautionary measure and needed no further treatment. This is unheard for ||l as prior
to this she is frequently admitted and treated with paraldehyde, lorazepam, Diazepam,
phenytoin infusions etc...and would usually be admitted to CICU.

I s been able to engage socially in a way that we have not seen before. || R
had only ever given eye contact on a couple of occasions, her eyes typically roll around in her
head, but we have noticed she has since been able to focus on faces and keep her eyes
steady as she observes her surroundings. We have also experienced her smiling socially as
she focuses on a face.

She has been stronger in her core movements (il suffers Hypotonia, is unable to sit
unaided and has very poor head control) and we have been able to put her in her standing
frame and carry out exercises as per her physiotherapy programme. Prior to medicinal
cannabis she was so poorly she was rarely able to take part in many of the physiotherapy
and Occupational therapy sessions.

Thank you for taking the time to share details of the care received by your child affected by
severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best
interest of their patient taking into account their values and preferences.

The committee considered the evidence in the area. The RCT evidence focused on treatment
for particular epilepsy syndromes and the committee agreed that these findings couldn’t be
extrapolated to other forms of epilepsy. The committee also considered observational studies
but agreed that these were of very low quality due to the high risk of bias. Overall, the
committee agreed there wasn'’t sufficient good quality evidence to make population-level
recommendations.

Research recommendations were made to promote the evidence base in this area. This
should include the views of patients, carers and families. The committee agreed that a
national or local registry of prescribing practices of CBMs was also needed.
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I is prescribed Chioral Hydrate and melatonin due to chronic sleep disturbances,
which preceded severe seizures. Prior to [JJJJ ]l when we started her Bedrolite
treatmentjilfllcould go for as long as four nights with no sleep whatsoever, we had to
administer Chloral Hydrate almost every night to get her to sleep, we have since only
administered Chloral on 3 separate occasions since we started her cannabis treatment. Her
overall quality of life and progression has been drastically and notably improved.

receives care from community _ nurses who have expressed that they observe a
dramatic improvement in her general alertness.

During every clinic and Neurologists ward rounds from _ | would raise the question of
medicinal cannabis, however, they raised the issues of it’s illegal status and inability to
prescribe. When the law was changed in ﬂ:ussed with Doctors my concerns that
seizure control has not yet been obtained, that quality of life is poor and that she is
either in seizure or zombie like and unaware of the world around her, | voice concerns of
toxicity as do her Doctors. | suggest that we should explore medicinal cannabis in light of its
legalisation, but Doctors inform me that BPNA guidelines and a lack of evidence means they
are unable to prescribe it and refer us to the out of date BPNA statement on use of marijuana
(cannabis) related products in the treatment of complex epilepsies (4th July 2018).

Below are the documented requests as written in clinicians’ letters where we as parents ask
them to prescribe medicinal cannabis on compassionate grounds:

Dr Il (Consultant Paediatric Neurologist- | |Gz THEEE- B also

enquired about CBD oil, and we discussed regarding the pros and cons and legal issues
surrounding it.”

Dr Il (Consultant Paediatric Neurologist- || | ) II- <Vum also enquired

about CBD oil and we discussed the pros and cons and legal issues surrounding it. We
discussed that once it has been approved by the NHS then we can discuss further regarding
cBD oil for | Gz~

Dr I (Consultant Neonatologist- || ||| ) Il <During the course of this

consultation, mother also asked me about cannabinoids oil as a possible adjuvant to her
current treatment. The family have been looking into this. Unfortunately, | have no
experience of the use of cannabinoid oil, but would be happy to try and find out what is
available, although | understand it is currently not available in the UK for routine use, except
under special license. If | do get any further information | will of course discuss this with the
family”

Letters to our MPA -l meet [lVith regards to the issues accessing medicinal
cannabis on the NHS for . He writes a letter to the Dr i (Head

of ). Or I responds on I with the following: “Your request has been
discussed with the Paediatric Neurology team in |JJJJll and there is a universal consensus
not to prescribe the drug until it is approved by NHS England and NICE. This is in
accordance with a statement published on 4th July by the BPNA”

Dr I (Specialist Doctor to Dr | llPacdiatric Neurologist- | EGzN) -

“Once again there was a discussion about prospective availability of Cannabidiol for use in
epilepsy. Dr [ lllllexplained to Father the statement from BPNA which explains about the
evidence about the use so far and recommendation of the BPNA at this stage.”

Doctors in the NHS were telling us they were unable to prescribe CBD and THC. So we
turned our attentions to a private Clinician Dr , Paediatric Neurologist who
prescribed || =0 Bedrolite on compassionate grounds. We had also seen Dr
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I o =xpressed concerns over the amount of medicatior. was on

at such a young age, he was concerned about toxicity. When | asked Dr ‘isita
race between the medication killing |l and the seizures killing her?” he replied “yes”.
We asked if he felt Medicinal Cannabis could be an alternative and he was expressly against
the use of medicinal cannabis because of the “lack of research in the UK”.

Since starting the treatment on the |JJJJlll, we have spent a total of £2,235. | is
still on a very low dose and we expect the cost to rise dramatically in the coming weeks. We
do not have the financial means to buy this medication. i/requires 24/7 care, that
along with spending a significant amount of time campaigning has meant | am no longer able
to work full time which has meant our family income has dramatically reduced as a result.

We rely wholly on charitable donations in order to purchase i medication. We have
to dedicate a huge amount of time fund raising, this financial burden on top of our grief for our
daughter is inconceivable and cannot be sustained. This in turn puts a tremendous amount
of strain on our marriage.

We are also concerned about |l Neurology team at the |l being unwilling to
discuss prescription for Medicinal Cannabis in relation to clobazam and other
medications which they are still managing. | was told by Dr that he would not
discuss medicinal cannabis when | asked about possible interactions with other
medication and feel there is a huge disconnect in treatment. | would like to see
_neurology team and Dh embark in a shared care scheme. So that we can
arrive at the best care plan for . At present | feel the neurology team are trying to
push the “supposed’ success of the Ketogenic diet which | don’t feel has been as successful
as they have documented, | have observed a higher amount of seizures since she has been
on the ketogenic diet program. Because | did not feel the diet was working effectively enough
we sought advice from Doctor |JJJ il and then Bedrolite and Bedica were prescribed. It is
since we commenced Bedrolite and Bedica that we have seen dramatic improvements and
only 1 brief admission with no further rescue medication beyond a 5mg dose of Buccal
midazolam.

I o=t of birth is [l During pregnancy at our 12 weeks scan she was found to
have a high nuchal translucency. The silence during the scan from the sonographers was
palpable and they were deeply concerned. We were taken into a memorial room where a
nurse discussed the possibility that the pregnancy may not be viable. We agreed to a CVS to
screen for Patau’s, Edwards or Down’s syndrome. Results from that screening indicated that
there was a low chance of being affected by the above-mentioned syndromes. We continued
with the pregnancy and had scans almost fortnightly as there were further concerns over our
daughter’s development, excessive weight gain, heart development and polyhydramnios.

At about 38 weeks’ gestation concerns were growing over |l evident heart condition
and polyhydramnios, to further complicate matters | had also tested positive for Group B
Strep. It was agreed and arranged that the baby would be induced on the |l due to
the evident risks detected. | went into labour naturally two days earlier, there were many
complications including Meconium aspiration syndrome and an emergency C-section was
necessary.

As a neo-nate [l was taken away immediately as she had contracted respiratory
disease. | didn’'t meet her until | was out of theatre, it was brief as she was immediately taken
to NICU. | woke up alone in a room, without my baby and unaware of what had happened or
where she was. | struggled to walk after the C-section, | had to walk from my ward to another
level and an agonising distance to try and feed [l in that first week. We remained in
hospital with Hfor 7 days as there were further concerns such as feeding, her systolic
heart murmur, subtle craniofacial dysmorphism, and failure of her new-born hearing test. The
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9 months leading up to - birth from pregnancy through to birth were incredibly
stressful and traumatising and something I'm finding very difficult to re-live and write about.

After the birth of |, | did not feel hope or joy at becoming a parent, | felt scared and
anxious at what may be coming for us next. There were still so many un-answered questions
and issues causing doctors concern.

For the first two mow life | tried to breast feed her, our health visitor and | were
very concerned that was not gaining weight. At _ months we were both
hospitalised and she looked skeletal, while many tests were carried out and nurses, speech
and language therapists, and dieticians observed her it became increasingly obvious all was
not well. We battled for hours trying to feed WWing the dieticians plans, it was
exhausting as we tried to feed her day and night. also had severe reflux and
vomiting which contributed to her failure to thrive.

At o'« BBl .nderwent an echocardiogram where she was diagnosed with a
mild pulmonary stenosis. She is to be monitored 6 monthly.

At _ old _ had her first tonic clonic seizure. She was screaming and
convulsing over and over, her eyes were rolled up and flickering and she was going blue. |
could hear her heart pounding without needing to put my ear close to her heart. We called an
ambulance and were blue lighted into i My husband and mother were present, and
we were all horrified, we had never witnessed suffering as violent and scary as this. We had
never witnessed a seizure before, we thought she was going to die. iwas admitted to
CICU after she was loaded with lorazepam, Phenytoin and Phenobarbitone as per APLS
guideline but still continued to have seizures when she was given pyridoxine under EEG
when the movements finally stopped.

During her first admission for seizures the stress and trauma caused me to stop developing
breast milk, as a result of this and _ failure to thrive it was decided that i
would be fed with use of NGT. My Husband and | were trained in basic life support, Buccal
midazolam, NGT and administering anti-epileptic medication, Phenytoin, Phenobarbital and
Levetiracetam. Including Ranitidine for severe reflux and issues with vomiting. We were
devastated at what was unfolding and shocked to find ourselves with a new role, we were no
longer parents but nurses.

History of Medical interventions and Hospital admissions:

e Admission dates -—Elective admission, under investigation due to poor
feeding, reduced weight gain, abnormal neurodevelopment-MRI scan under sedation,
neurometabolic and other investigations were also carried out.

e Admission dates - -Emergency- It is discussed that - may need to go
on life support. Fortunately, this is not necessary. Due to prolonged status
epilepticus lasting hours-the following anticonvulsants were prescribed, phenytoin,
phenobarbital and levetiracetam.

. Admission-_ -Admitted with vomiting, coughing and being investigated for
seizures-original medication is increased.

e Admission dates: -Emergency Admission, due to recurrent seizures, likely
secondary to viral iliness. had prolonged seizures and was admitted to
CICU ltis discussed that may need to go on life support. Fortunately, this

is not necessary. She is given iv midazolam that improved her seizures. She is later
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moved to HDU. She also started Clobazam in addition to her other anti-epileptic
medication which were also increased.

Admission dates: - -Emergency admission, due to prolonged seizure, her
medication phenobarbitone and phenytoin doses were increased.

Diagnosis date: - -results indicate a significant variant in the BRAF gene and
is given a diagnosis of Cardio-facio-cutaneous syndrome (CFC).

Admission date: - Emergency admission, due to prolonged seizures. Chloral
Hydrate prescribed due to sleep disturbance triggering seizures and Levetiracetam
dose is increased.

Admission date: - -Emergency admission, prolonged seizure triggered by
severe sleep disturbance, 4 days without sleep. Chloral Hydrate dose is increased.

Admission date: - -Emergency A&E admission, due to seizures not subsiding
on regular medications. Treated with Buccal midazolam, and iv phenobarbital,
levetiracetam, paraldehyde. Neurologist increases Levetiracetam and clobazam.

Admission date: - -Emergency A&E admission, - is admitted due to
increased seizures, experiencing multiple episodes in the department, associated
with desaturations. She was treated with x2 doses of midazolam and a loading dose
of phenytoin. Her seizures stopped after this.

Admission date: - Emergency A&E admission, due to prolonged seizures
needing CICU admission. It is discussed that |l may need to go on life
support. Fortunately, this is not necessary. She received x2 buccal midazolam,
diazepam, phenytoin half loading dose, and paraldehyde after which seizures
stopped. Once h was transferred to a ward she continued to have frequent
episodes of short seizures lasting from 30seconds to 5 mins. She also had two
further prolonged seizures for about 15 minutes and needed buccal midazolam on
i of admission. TTO’S increase clobazam evening dose and continue
ketogenic diet.

Admission date: - -Emergency A&E admission, - was admitted due
to recurrent seizures around 10 times on |JJJ Il 'n hospital she continued to have
recurrent seizures, some episodes were focal, and others were generalised tonic
clonic seizures for which she was given Buccal midazolam, infusions of lorazepam,
paraldehyde and phenytoin. Phenobarbitone is increased and an additional midday
dose of clobazam is added to | p'an.

Admission date: - -Emergency A&A admission, due to recurrent epileptic
seizures. Movements relating to gastro-oesophageal reflux we also observed, and
lansoprazole has been started. Levetiracetam dose is increased further. Await video
telemetry. Ketogenic diet to continue.

Surgery date: - "Admitted for surgery, procedure laparoscopic nissen
fundoplication and gastrostomy.

Admission date: - Emergency A&E admission, after a prolonged seizure
lasting 11 mins at home, further seizures in A&E requiring 2 further doses of buccal
midazolam, rectal paraldehyde and iv phenytoin infusion. It is discussed that

may need to go on life support. Fortunately, this is not necessary. Advised
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to re-start midday clobazam dose as it is still early days on the ketogenic diet and
there has been a significant breakthrough seizure.

¢ Neurologist telephone conversation with Doctor - _ -seizures are
worse even after increased dose of clobazam. With regards to ketogenic diet where
ketones are 2’s-5’s, It is discussed that a plan to increase ketones at this time would
not be appropriate. Dr puts forward a plan to introduce MCT fat to | | |Gz
diet. Because has not responded to several anti-epileptic he suggests a
trial of Perampanel a medicine that is not licenced in very young children. | refuse to
add further medication to list of medicine especially after our private
appointment with Dr ‘ h at Il hospital, where he expresses
concerns over adding medication without weaning the medications that are not
working, and the risk of toxicity.

e Admission date: - Emergency A&E admission, due to prolonged seizures.
Bucculam midazolam is given at home, seizures continue, and emergency
department give a loading dose of phenytoin. She is then admitted to PICU and
started on a midazolam infusion as seizures were not controlled by phenytoin. ltis
discussed that |l may need to go on life support. Fortunately, this is not
necessary. Investigations find i has a low sodium level and she is started on
a Sodium Chloride supplement and Potassium effercitrate is also started.

. -: Private prescription medicinal cannabis Bedrolite and Bedica are started.

e Admission date: - due to prolonged seizure lasting 14 minutes. Buccol
midazolam is given and there are no further seizures. No changes to anti-epileptic
medication. h is having increased mucus/oral clear secretions, she is
choking frequently and turning blue and does not have fever/cough/coryzal
symptoms. Glycopyrronium Bromide medication is started to help with secretions.
We are discharged after 1 day.

e From - . - seizures are marginally under control. She still has daily
seizures which are short in length, typically under 2 minutes. However during this

period, she was significantly more drowsy and zombie like. There was very little
interaction with the world around her. Her issue with vomiting was worse and weight
gain a worry. | felt strongly that the pharmaceutical medication [ ]l was on was
seriously affecting her ability to develop and had poor control over her seizures. Itis
documented thatg- has complex refractory epilepsy with poor AED control.

We have been told that |l diagnosis and continued failure to control seizures means it

is unlikely she will live beyond her teenage years. We have been referred to

hospice for respite in light of this and also have a continuing care grant which allows us two
Nurses to visit our home and care for |l two days per week. We originally

had an allowance for 1 nurse but due to the severity of her seizures the [l Service felt

it was essential she have two carers present at all times.

I oivate prescription from Dr [l is Bedrolite has a concentration of 10% CBD
and 1% THC (100mg CBD per ml) and Bedica has a concentration of 2% THC (20mg THC
per ml) manufactured by Bedrocan. |l current dose is as follows Bedrolite 0.24ml and
Bedica 0.02ml.

We have seen a positive effect on |JJJJJll since commencing CBPM. With seizure free
days, less aggressive seizures and minimal hospital admissions.

h started CBPM on |l and is still taking the same anti-epileptic medication and
ketogenic diet plan as set out by her Consultant Neurologist,
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Neurologists at |l are keen to prevent withdrawal syndrome or destabilisation of the
limited seizure control we have. Therefore, they are holding back on reducing medication for
a further month or two when they will re-evaluate. The reduction in seizures is hard to
measure as a percentage as h still has some days where she has many small
seizures lasting as long as 30 seconds. However, she is having many days seizure free. For
example, when we started the CBPM in |l she had 19 out of 29 days seizure free,
when prior to this she was having as many between 5 and 20+ seizures per day with seizures
lasting an average of 5mins.

_ has also developed an improved sleep pattern. Sleeping well at night while awake
and alert during the day. | am hopeful that in light of these improvements (while [ N is
still on a very low dose of CBPM) if we can continue to improve |l health as we reach
her optimum dose we can start to wean the other anti-epileptic medications safely under the
supervision of her Neurologist at ] So far doctors say it is too early to start weaning
her due to fears of destabilising her.

Our local MP _ has been incredibly supportive, writing letters to the Department at

as well as through social media and attending the End Our Pain Campaign in
Parliament earlier this year offering his signature in support. He continues to work with us
and has attended Sir Mike Penning’s urgent question in parliament to ask the Secretary of
State for Health and Social Care why patients are being denied access to medicinal cannabis
despite the law change in November.

We are concerned as fundraising is not a sustainable solution for our family to pay for
CBPM. With each prescription we pay for each month our financial situation
becomes worse. We are now considering going to Holland in order to obtain her next
month’s prescription, as we simply cannot afford the hundreds of £'s in import and license
fees aiﬁlied to each bottle. The journey to Holland will put a huge strain on our family as

needs 24/7 care. My husband works Ioni hours and is our only source of income at

present. | would have to go to Holland with alone as we can'’t afford for
not to work. This would be dangerous as could suffer seizures during our flight over
to Holland.

The Hopes and expectations evoked by 1.11.18 decision to move Cannabis from Schedule 1
to Schedule 2 was that families like ours would have an opportunity to give our children the
best possible chance in life, we were elated. That is an increasingly distant emotion and we
continue to struggle through and pay extortionate fees in order to obtain a medicine we had
hoped would be available to all families, but instead we find it is only available to those who
have the financial means to obtain it. | see this as discrimination, and it forces us into a
financially unstable position.

Double Blind RCT are wrong for |l - her medicine Bedrolite and Bedica is working. It
is morally wrong to wash out and then risk deterioration, death or irreversible brain damage
by RCT (Placebo) or to trial a pharmaceutical product when Bedrolite is working. My child’s
life will be put at risk if double blind RCT cannabis when conventional drugs (which haven't
worked) are being prescribed as “specials” for [JJJJl], an infant of the tender age of
i, for whom many of the drugs she has been given have not been tested or designed
for her.

| would like NICE to be open minded. Look at the positive impact of CBPM’S on our daughter
thus far and how at least three conventional efforts have already failed my daughter. How
many more pharmaceutical drugs are thrown at her. My daughter is in danger of toxicity that
was confirmed by Dr |l and indeed is a concern of her consultant neurologist. We
need to arm our doctors with more options. Please adopt CBPM'’s where conventional efforts
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are failing, back observational trials for our families with NHS funding and please act on our
evidence, and our family have had many traumatising experiences in the
years she has had on this earth, we need hope.
End Our Pain Guideline General General Individual Family Submissions 4 — [z Thank you for taking the time to share details of the care received by your child affected by

Dear Sirs

preghancy was normal, no issues or concerns and baby developing well. During
very earl
labour h felt something wasn'’t quite right and _ movements were decreased.
As a

precaution |l and baby were monitored at hospital. As the waters broke, meconium
was found to

be present in the waters which was cause for concern. Monitoring of the baby continued
whilst a

decision was made as to whether a C-section should be carried out.

_ heart rate did not recover after a contraction and _ was rushed into theatre
to undergo

an emergency C-Section. On delivering of [l the umbilical cord was found to be
around his neck.

Once delivered [ was “grunting” and was immediately moved to NICU for
assessment. They

found him to have caught a virus and so two antibiotics were administered over the following
four days.

Once h blood Indicators were at an acceptable limit both he and |l were
discharged.

_ then developed what we thought was colic, his body would go tense and bend over,
Is”((:/;ri r\:\/ai]rc:d, and it was always around feeding after waking up. We filmed an episode of what
)(ll:?aught was colic and made an appointment with the GP for the same day. The GP had not
2?1391‘?hing like this before and called the hospital. |l was admitted to the | in the
Children’s Assessment Ward immediately.

I =5 diagnosed with Infantile Spasms when he was approximately | o\d at
the end of

I s<izures were increasing in frequency and severity causing him distress
and he was given rescue medicine. He was then given Prednisolone and Vigabatrin, which
controlled
his seizures. He was given an EEG at the end of |}, which was clear and we had high

hopes that would fully recover. Unfortunately, upon the wean off of both
medications in returned and since then we have struggled to gain control of them.

I s our first, everything was new to us, we weren’t expecting anything like this. This
condition is

so severe and detrimental to his development which could affect the rest of his life and ours.
We thought

we would lead a normal life, seeing him say his first word, walk for the first time, dropping him
off for his

first day at school. All the normal expectations and milestones you look forward to had been
taken from

severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best
interest of their patient taking into account their values and preferences.

The committee considered the evidence in the area. The RCT evidence focused on treatment
for particular epilepsy syndromes and the committee agreed that these findings couldn’t be
extrapolated to other forms of epilepsy. The committee also considered observational studies
but agreed that these were of very low quality due to the high risk of bias. Overall, the
committee agreed there wasn'’t sufficient good quality evidence to make population-level
recommendations.

Research recommendations were made to promote the evidence base in this area. This
should include the views of patients, carers and families. The committee agreed that a
national or local registry of prescribing practices of CBMs was also needed.
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us. No one could or can tell us his future, we do not know how much damage or delay the
epilepsy has

caused now which will affect his future. It was and is very anxious, frightening and completely
overwhelming process to go through. To then learn about SUDEP and that h was at
risk,

completely destroyed both of us.

_ was prescribed Oxcarbazapene and a vitamin B trial. The EEG at this time showed
epileptic

activity from the right hand side of his brain which matched the symptoms of not using his left
hand or

arm and the right hand side of his face having less tone. Over these period he continued to
have clusters of spasms daily reaching up to a 100 spasms a day.

We at this point were constantly anxious and filled with fear as nothing was helping him. We
requested an emergency second opinion from a paediatric neurologist who immediatel
rescribed another round of Prednisolone and arranged for us to be admitted to i and
to be started on the Ketogentic diet. The neurologist also confirmed that
Oxcarbazapene is not a drug which is normally prescribed for Infantile Spasms. | NN was
left for around two months on this drug before we requested a second opinion. Three months
passed, and neither the vitamin B or the Ketogenic diet helped.

Over the remainder of || |} ] Il \vas prescribed Vigabatrin, Sodium Valproate,
Clobazam and Toprimate. We had physio at this point to help strengthen his arms and legs,
we had walking therapy and iywas completely out of it, the combination of 4 very
potent and toxic drugs were taking their toll, he was barely conscious all day, just wanting to
sleep, and when he was awake he was still having clusters of spasms and looked miserable
the clusters were also beginning to really upset him.

_ has been prescribed Prednisolone, Vigabatrin, Oxcarbazepine, Sodium Valporate,
Clobazam, Pyridoxene, Topirimate, Ketogenic diet.

Below are a list of the side effects associated with the prescribed drugs | ]Il has
received. [l has been prescribed four unlicensed drugs.

Sodium Valproate is clinically proven to cause cortical thinning in the parietal lobes in the
brain (study: https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3908352/)

Abdominal pain; agitation; alopecia (regrowth may be curly); anaemia; behaviour
abnormal; concentration impaired; confusion; deafness; diarrhoea; drowsiness;
haemorrhage; headache; hepatic disorders; hypersensitivity; hyponatraemia; memory
loss; menstrual cycle irregularities; movement disorders; nausea; nystagmus;
seizures; stupor; thrombocytopenia; tremor; weight increased Alertness decreased;
anxiety; ataxia (more common in elderly); confusion (more common in elderly);
depression; dizziness; drowsiness; dysarthria; fatigue; gastrointestinal disorder;
headache; hypotension; mood altered; muscle weakness; nausea; respiratory
depression (particularly with high dose and intravenous use—facilities for its
treatment are essential); sleep disorders; suicidal ideation; tremor; vertigo; vision
disorders; withdrawal syndrome.

Alopecia; anaemia; appetite abnormal; asthenia; behaviour abnormal; cognitive
impairment; concentration impaired; confusion; constipation; cough; depression;
diarrhoea; dizziness; drowsiness; dry mouth; dyspnoea; ear discomfort; eye
disorders; feeling abnormal; fever (in children); gait abnormal; gastrointestinal
discomfort; gastrointestinal disorders; haemorrhage; hearing impairment;
hypersensitivity; joint disorders; malaise; memory loss; mood altered; movement
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disorders; muscle complaints; muscle weakness; nasal complaints; nasopharyngitis;
nausea; oral disorders; pain; seizures; sensation abnormal; skin reactions; sleep
disorders; speech impairment; taste altered; tremor; urinary disorders; urolithiases;
vertigo(in children); vision disorders; vomiting (in children); weight changes

(source https://bnf.nice.org.uk/drug/)

I it carly B < were referred to W extended EEG, 3T MRI and

PET Scan, into whether brain surgery was a possibility. have confirmed that
abnormalities are present on both sides of h brain which rules him out for brain
surgery.

| would draw to your attention the catastrophic impact Infantile Spasms has on a developing
brain. Constant chaotic brain activity prevents the child’s brain from developing. It has always
been made very clear to us by ﬁ Neurologist and Paediatric Consultant that it is
imperative that seizures are controlled. It is therefore urgent that | ]l epilepsy is brought
under control. We began to investigate alternative therapies. We became aware of cannabis
via the news and the stories of Hannah Deacon and her son Alfie. We began to research it for
use in epilepsy and found many studies worldwide in countries like Israel, Canada, America,
and Europe. We learnt about the endocannabinoid systems and how cannabis interacts with
it, we learnt about the history of cannabis, why and how it came to be schedule 1, how it's
been used as a medicine for thousands of years and how it treats the symptoms of epilepsy.
We learnt about the thousands of strains available, the cannabinoids and terpenes found in
cannabis. We spoke with parents here in the UK using it, we looked at forums worldwide, and
spoke with clinics in America and Spain.

I c<ts the requirements of the BPNA Guidelines and therefore as the law changed
in November 2018 he should receive a prescription for medicinal cannabis via the NHS.

I storted Bedrolite at the end of [l after receiving a private prescription from a
UK based Neurologist. Since that time we have noticed a drop in seizures from 50 to 100 a
day to, currently less than 10. - is happier, alert, taking an interest in generic plastic
toys, far more vocal and constantly babbling. His Paediatric Consultant has noticed a
difference and indeed would prescribe, however after speaking to |l neurologist
confirmed that if he prescribed it would open the floodgates and it therefore becomes

unmanageable.
ﬁquality of life has greatly improved.

In conjunction with Bedrolite, |l is currently taking three antiepileptic drugs (AED);
Vigabatrin, Sodium Valporate and Clobazam. We administer the Bedrolite two hours apart
from the AEDs. i bloods and liver function are monitored by his Paediatric Consultant
and these are clear. We would draw to your attention the interactions of AEDs used together.
Currently there is no study or evidence of what these combinations together have on the
developing brain. It is a normal course of treatment for bloods to be monitored because of the
toxic nature of these standard drugs prescribed on the NHS.

The cost is significant and unsustainable in the long term. For us to purchase Bedrolite
through a UK pharmacy it is £466/10ml bottle. A bottle of Bedrolite lasts [ I five days at
his current dose. We are therefore left in the position where we have to break the law and
pick up Il medication ourselves and bring it into the country. A bottle of Bedrolite
purchased in Holland costs €178. A vast cost saving. We saved £7,200 by travelling to
Holland and purchasing 3 months worth of oil, which cost £3,500. If we were to purchase the
same quantity via our local pharmacy it would cost £10,700.

We sought a private prescription for Medicinal Cannabis so that |l is given a
pharmaceutical grade GMP product with consistency. Introduced in 2014, Bedrolite is the
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brand name for the cultivar Cannabis sativa L. ‘Rensina’, derived from a Sativa strain and
Ruderalis strain of cannabis. Cannabis sativa L. ‘Rensina’ is a so-called CBD-only product,
with less than 1% THC and 10% CBD. The virtual absence of THC means it does not have
psychoactive properties. It is a GMP full extract cannabis oil which contains all the major and
minor cannabinoids, terpenes (found in vegetables and fruit) and Flavanoids. Its carrier is
Peanut oil with the allergens removed. Bedica was Introduced in 2011, Bedica, is the brand
name for the indica cultivar Cannabis sativa L. ‘Talea’. Cannabis sativa L. ‘Talea’ was
developed in response to mounting evidence of a real difference in the effects of sativa and
indica types. Characteristic differences between indica and sativa cultivars can be found in
the presence of aromatic compounds (terpenes) in the plant. Bedica contains a high amount
of the myrcene terpene, which is known to have a calming effect. Bedica contains 14% THC
with less than 1% CBD. Again GMP approved, and developed under pharmaceutical GMP
conditions.

We are weaning [l off Sodium Valporate, we are not sure whether it is helping him
and he has been on this medication since [l We then intend to wean him off
Vigabatrin because, again we are unsure as to whether this is helping him, and it can cause
tunnel vision.

We note within your Draft Guidance that you state “it is difficult to assess just how effective
cannabis-based medicinal products are for people with epilepsy”. We are confused as to why
it is difficult to assess the effectiveness of medicinal cannabis. Please clarify your statement?
We are using medicinal cannabis and are confirming to you that our child’s life quality has
improved significantly with a 85-90% reduction in seizures.

There are numerous worldwide studies that medicinal cannabis is an effective treatment in
epilepsy. Why does NICE refuse to take these studies into account?

A recent study from The Beckley Foundation found that:-

‘Our research on cannabis, the first to use MRI brain imaging technology in
order to gauge how different strains of cannabis impact brain function in
different ways, has been published today in the Journal of
sychopharmacology. Initiated by Amanda Feilding in collaboration with Matt
Wall at UCL, the study compared two strains of cannabis, both with equal
levels of THC (the psychoactive compound in cannabis), but one of them was
high in cannabidiol (CBD) while the other strain contained negligible levels of
CBD.

We found that the strength of the subjective effect was correlated to the disruptions to the
posterior cingulate area of the brain in the default mode network, with the high THC / low
CBD strain impairing the functional connectivity in the brain’s default mode and salience
networks. The high-CBD strain caused only a minimal disruption to these areas, suggesting
that the CBD acts as a buffer against some of THC’s negative effects. Disruptions to the
brain's salience network have been implicated with both psychosis and addiction, thus this
study adds to the evidence that supports CBD's anti-psychotic potential observed in previous
research’

e https://journals.sagepub.com/doi/10.1177/0269881119841568

A further study provides justification for adding in the THC. If there is insufficient response to
a CBD/low THC product:
e https://onlinelibrary.wiley.com/doi/10.1002/acn3.621

This study adds justification to the use of CBD/THC combination and that this may lead to
behavioural improvement and is safe and well tolerated:
e  https://www.nature.com/articles/s41598-018-37570-y
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We note further that with your Draft Guidelines NICE states that people with Dravets and
Lennox Gastaut Syndrome “report a very high rate of adverse events”. Could you please
confirm which report you are referring to and that you are not confusing Epidiolex with Full
Extract Medicinal Cannabis. These are two separate products. The known side effects of
THC are; dry mouth, dry red eyes, increased appetite, sleepiness and lethargy, impaired
memory. Known side effects of CBD appear minor, below is a study published in 2017:

e  https://www.ncbi.nim.nih.gov/pmc/articles/PMC5569602/

Cannabis doesn’t treat a particular syndrome of epilepsy, it works in conjunction with the
endocannabinoid system within the human body and the receptors. Within our group of
parents, we have an array of syndromes, different causes and different types of seizures
ranging from infantile spasms to rare genetic disorders.

In addition to the above, children treated with epilepsy are typically treated with a high level of
CBD compared to THC which counteracts any psychoactive effects. Our son i is at
present on 200mg CBD and 0.8mg THC.
It is also obvious that any side effects from Full Extract Medicinal Cannabis are negligible
when compared to the array of side effects caused by drugs prescribed on the NHS.

has had no side effects from Medicinal Cannabis.

We are confused as to why NICE, the NHS and clinicians refuse to take note of parent
experience and worldwide evidence. We are faced with a situation where our child could die
and could suffer greatly throughout his life. |JJJ il and others should have access to
Medicinal Cannabis. It has been made clear on numerous occasions by parents and
campaigners and indeed to [l himself that randomised controlled trials are not suitable
for medicinal cannabis, nor is it suitable to undertake these trials on specific syndromes, for
reasons stated earlier in our letter.

It is fundamentally morally and ethically wrong to give children placebos in a randomised
controlled trial when seizures could cause death, brain damage, suffering and distress. It is
fundamentally wrong to take a product that is working effectively for ﬁ and flush it out
of his system to become part of a trial. Our son is not a guinea pig and will not be used as
such. Even your own guidelines state this. The open label study which is used by the BPNA
links smoking high THC strains long term to psychosis, and concerns about THC and the
developing brain. As already stated we don'’t know the risks of three or more anti epileptics
used in conjunction. It is a nonsense to compare different products.

There have been numerous studies linking the consumption of cannabis and psychosis to
genetics and that the risk is relatively low, you’d need to stop 23,000 people from consuming
cannabis to prevent 1 from developing psychosis.

e https://www.sciencedaily.com/releases/2017/04/170420132334.htm

o https://www.sciencedaily.com/releases/2016/02/160216111357.htm

When a balanced view is taken, taking into consideration that the amount of THC used for
epilepsy is very small (0.8mg per day in our case) and that his quality of life is greatly
improved, seizures significantly reduced and the risk of psychosis very small. His bloods are
clear and liver function normal. In conjunction with the known side effects of his current
medication (stated above) which haven’t been able to control his seizures. Taking into
account that seizures do cause brain damage and could kill him, we feel it is fair to say that
any associated risk of taking cannabis is outweighed by the benefits we are seeing.

Taking into account worldwide studies and what we are seeing in our own children, the fact
that cannabis has been used by humans for 3000 years, the guidelines should reflect this.
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Yours faithfully,
I
End Our Pain Guideline General General Individual Family Submissions 5 — - Thank you for taking the time to share details of the care received by your child affected by

Name of child : | |GGz
Date of birth: [ Iz

Dear Professor,

I =s multi-drug resistant intractable epilepsy. Her EEG suggests an epileptic
encephalopathy probably genetic, but no diagnosis yet. After ﬂ first seizure (age
ﬁ) she was prescribed Keppra as an anti-epileptic medication, this was later weaned
once on other anti epileptic medication as it was apparent it wasn’t having any positive effect.
It did seem to affect her behaviour in a negative way. We have also tried the ketogenic diet
which did not help. current medication is clobazam, sodium valproate, sultiame and
ethosuximide, along with medicinal cannabis Bedrolite. A cocktail of four anti-epileptic drugs |
don’t feel is benefitting . She is very subdued and sleeps a lot of the time. Her most
recent EEG showed 70% background seizure activity so why are we pumping her with
pharmaceutical drugs that can be so dangerous to her health with so little benefit?

I 1 =s had two courses of steroids the second of which was ineffective and made her
gain an excessive amount of weight. In _ this year _ had a vagal nerve
stimulator fitted | don’t believe such an invasive surgery should be performed before having
the opportunity to try medicinal cannabis. The settings on the stimulator are being adjusted at
intervals to see if this can help with seizure activity.

We desperately wanted the opportunity to try Bedrolite for |l as our options are low to
none. | am not prepared to sit around and watch disappear without fighting and
visiting every option. | have already lost so much of my daughter to epilepsy. We started
Bedrolite on h . Previous to this prescription

has been taking CBD oil since and we have not been admitted to hospital because
of her seizures since! is back to a healthy weight and off steroids. Sleep has
improved massively for as before she would have trouble staying asleep and would
just nap 24/7. | used to describe as ‘being in a fog’ this has cleared and we have
seen a massive reduction in clinical seizures. The most important thing to me is giving

and my family the best quality of life possible, these benefits are seen by parents
that are caring for their children every day and managing to stay out of hospital.

| feel very strongly about the two syndromes being named (Lennox gastaut syndrome and
dravet syndrome) there are many epileptic encephalopathies, medical cannabis works with
our own endocannabinoid system not against a syndrome. This was one of the reasons our
neurologist gave for not prescribing i medicinal cannabis, the two children that have
an NHS prescription for full extract medicinal cannabis do not have these syndromes. My
hospital trust, h said in a letter to my local MP that there is a
universal consensus not to prescribe the drug until it is approved by NHS England and NICE.
| find this utterly barbaric as children in the UK already revive an NHS prescription for this, it's
being used across the world there are lots of studies, in the mean time we are competing with
irreversible damage caused by seizures.

We had to fundraise to allow [JJJ ]l to try this medication, now we have used the
fundraised money we have to find that money from somewhere. | would sell my house if | had

severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best
interest of their patient taking into account their values and preferences.

The committee considered the evidence in the area. The RCT evidence focused on treatment
for particular epilepsy syndromes and the committee agreed that these findings couldn’t be
extrapolated to other forms of epilepsy. The committee also considered observational studies
but agreed that these were of very low quality due to the high risk of bias. Overall, the
committee agreed there wasn'’t sufficient good quality evidence to make population-level
recommendations.

Research recommendations were made to promote the evidence base in this area. This
should include the views of patients, carers and families. The committee agreed that a
national or local registry of prescribing practices of CBMs was also needed.
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to if it gave [l and my family a better quality of life. We need to increase the dose so
we reach a therapeutic level but with this comes more cost!

Please help us and produce guidelines that take into account children like [ I with
severe intractable epilepsy for whom this is the only medicine that could help them.

Stakeholder Document | Page No | Line No Comments
Yours sincerely,
I
End Our Pain Guideline General General

Individual Family Submissions 6 — -

I ~o- B

(mother).

has 2 siblings, aged [ I anc I

I 25 Doose Syndrome / Myoclonic Astatic Epilepsy

Medications tried:
. Sodium Valporate — caused red blood cells to stop working. This was
logged by neurologists in _ endured 5 blood transfusions due to
this medication. Lumbar punctures, tests also.

. Clobazam — did not help
. Keppra — Did not help
. Steroids — Did not help. Caused [l to gain 2 stone in weight over

3 months. He was unrecognisable. His friend was too scared to visit him
in hospital as he said ‘that's not | Jlf. The weight gain caused
considerable amount of stress and devastation on the whole family.

. Zonisamide — Still currently taking 75mg twice daily and has not helped.
Side effects causing jumbled up speech and poor communication skills.

. Lamtrogine — Still currently taking 5mg twice daily and has not helped.

. Ketamine — for status — did not work — Lay like a zombie for 5 days

. IV Keppra — for rescue medication when in status epilepticus — does not
work

. Midazalam — for rescue medication — does not work

. Loading doses of phenobarbitone for status epilepticus. (Induced coma)

. Ketogenic Diet — refused to eat this and starved for 2 days. Attempted
this 3 times.

. Epidiolex — Stopped daytime seizures only for 3 months. Side effects —
chronic diarrhoea which prevented him from attending school.

. Bedrolite — Cannabis oil (cbd based) — currently taking — very effective
and no side effects

. Bedica — Cannabis oil (thc based) — currently taking — very effective and

no side effects

I suffers from tonic clonic, absences, drops and myoclonic jerks. His condition
worsened in ]l when he started medication then soon went into status epilepticus and
was put into HDU. This was how his life progressed up until . He had over 50 drop
seizures in . One resulting in him having to get his head glued back together.

I s been taking Bedrolite since [l and Bedica daily since |l He had
been in hospital over the course of 2 years, prior to , getting home for a week then
an ambulance back into hospital. He was in status epilepticus for a lot of this time. Since

starting Bedrolite and very slowly increasing the dose and then adding in Bedica his seizures
reduced then stopped. H has been seizure free since i

Thank you for taking the time to share details of the care received by your child affected by
severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best
interest of their patient taking into account their values and preferences.

The committee considered the evidence in the area. The RCT evidence focused on treatment
for particular epilepsy syndromes and the committee agreed that these findings couldn’t be
extrapolated to other forms of epilepsy. The committee also considered observational studies
but agreed that these were of very low quality due to the high risk of bias. Overall, the
committee agreed there wasn'’t sufficient good quality evidence to make population-level
recommendations.

Research recommendations were made to promote the evidence base in this area. This
should include the views of patients, carers and families. The committee agreed that a
national or local registry of prescribing practices of CBMs was also needed.
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Bedrolite started |l whilst in hospital suffering status epilepticus.
Bedica started twice daily in [ ]l This is when major improvements started.

The evidence is that since starting these cannabis oils, [l seizures reduced in length
and frequency then stopped completely. He was having constant seizures for over a year
and there is no other medication that could have helped reduce/stop the seizures. This is a
fact.

_ paediatric neurologist will not prescribe cannabis oils. He said that he ‘can’t and
won’t prescribe’ due to there being no guidance, trials etc for these oils. He said that he
‘does not want to the first to prescribe the oils’ and also even if he did prescribe it would get
blocked higher up. (

| visited a doctor in Holland who prescribed the oils. | brought them back unnoticed to
Scotland. | then obtained a private prescription from a private neurologist in England. | now
have an importer in Scotland bringing the oils in at cost.

It is costing over £1,000 per month. | spend every waking moment fundraising to pay for
these oils.

| would like an emergency fund put in place to pay for the cannabis oils. | would also like to
see training given to our doctors in order that they can support us.

My pregnancy was normal. Delivery was quick and normal (no pain relief). His neo-natal
period was normal, no complications

I /25 2 normal happy baby. When [ was . he suffered his first tonic
clonic seizure. These doubled each year until he was| years old. In _ he
suffered 12 tonic clonic seizures and was given the Doose diagnosis and put on anti-epileptic
medication.

We would have to call an ambulance when |l had a seizure. At first these lasted over
5 minutes. His brother would cry in a corner under extreme panic. | had to keep calm to
assure [ and his siblings that he would be okay.

Unfortunately no anti-epileptic medication ever helped [l 'n fact they did more harm
than good. When epidiolex was introduced the daytime seizures stopped (and myoclonics,
absences and drops). He still suffered up to 6 tonic clonic seizures throughout the night. He
suffered from chronic diarrhoea as a side effect. After 3 months the epidiolex stopped
working and |l went downhill very quickly. He ended up in status epilepticus for
weeks. The doctors were unable to help him and there was nothing else they could try.
mreathin deteriorated and he had no muscle tone. We thought he was going to
die. ( to h). This is the reason | went to Holland and illegally brought back
the cannabis oils. There was nothing else the doctors could do for him except watch him slip
away.

- was constantly in an ambulance. He was hardly at home between | -

. He maybe got home for a few days or a week and then was in an ambulance to
hospital with stays as long as 3 months each time.

| wish the anti-epileptic medications had worked for | il Unfortunately, all they did
were make the seizures worse and gave him nasty / life threatening side effects.
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| research everything. - suffered from all the major (and minor) side effects listed in
every single medication he was given. This is all documented in his hospital records.

| read a story about Hannah Deacon’s child, Alfie. Upon reading that cannabis oils helped
control his seizures | began to investigate cannabis as an alternative medication for

| started to research online and contact other parents who were treating their children with
(illegal) cannabis oils

My motivation to continue seeking cannabis oils for _ was due to the fact that every
single person / parent | spoke to were delighted that their child’s seizures were reducing due
to using cannabis oils. | begged _ neurologist several times to write a prescription for
the cannabis oils. He declined as he said that ‘thc would damage _ brain’ | asked him
what evidence he had that it would. He could not answer me apart from quoting the BPNA
guidelines.

I thought [ was going to die durin' | had NO choice but to obtain the

cannabis oils myself. (thank god | did or would be dead). It was a very easy choice.
| would die for my child. | travelled to Holland for an appointment with a doctor. | took
medical notes and medications he had tried and was currently taking.

_ was given a prescription for Bedrolite and Bedica. As advised, | slowly dosed the
cannabis oil then added in bedica twice daily. The difference was remarkable. Some may
say a miracle. The seizures reduced and eventually stopped. _ was in status
epilepticus in (he was lying in a hospital bed in a vegetative state. He couldn’t
move, talk, eat). He had a very long period of recovery and rehabilitation (learning to walk
and eat again). He then went downhill again very quickly, back into status in ﬁ He
had EEGs done in | and ivhilst in status. After another long recovery
process, he went downhill again in , however he was taking bedrolite by this point.
He had an EEG taken in h and the results were showing the same as the 2 previous
EEG’s whilst he was in status. This time however was walking about the doctors
office talking to him and able to eat. The neurologist was amazed. After this | started giving
bedica twice daily. He recovered from this cluster very quickly. Since this date he
has suffered no clusters and has not been back to stay in hospital. He has required no
rescue medication. There is no other explanation than the cannabis oils are effective. He
suffers from no side effects therefore the cannabis oils are safe.

To keep I healthy and out of hospital it is costing me approx. £1,300 per month
(depending on exchange rate). This cost is minus plane and train fayres. | am extremely
stressed trying to fundraise constantly. Worrying constantly how | am going to afford the next
months prescription.

Bedrolite is a cbd based cannabis oil with a very small amount of THC (0.6%). One 10ml
bottle lasts [l 4 days. Bedica is a thc based cannabis oil. One 10ml bottle lasts

6 weeks. It is made by Bedrocan in Holland. There are certificates on the Transvaal
Apotheeks website detailing each batch. Bedrocan’s CBP’s are Pharmaceutical grade oils —
GMP Approved.

I 2d no quality of life before cannabis oils. He could not attend school. He lived in
hospital, as | did. His siblings hardly saw me. |l is still taking zonisamide (even
though his neurologist has stated he knows these pills are not helping | IGzN). | is
also still taking a very small amount of lamtrogine. The doctors say that the quantity given
will not be effective. As |l is seizure free | am too scared to adjust or remove any of
his medications.

Before | B cou'd suffer up to 600 myoclonic jerks/ absences on a daily basis.
He has suffered 25 tonic clonic seizures in a 10 hour period. He also suffered from
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approximately 50 drop seizures last year and therefore had to wear a protective helmet at all
times. He has had no seizures in 11 weeks (since starting bedica) and does not wear his
protective helmet anymore.

I =5 not been in an ambulance nor back to hospital since starting Bedica. In fact, he
has not even needed any rescue medication. [l now has no side effects — apart from
jumbled speech problems due to the zonisamide. In Scotland | have been told by the NHS
trust and my health secretary that if | can obtain an NHS prescription for the cannabis oils that
they will honour it. Unfortunately no doctor on the specialist register will give me a
prescription.

I \HS Neurologist will not even note his cannabis oil medication in his hospital notes!
He does not view the CBP’s as a suitable anti-epileptic medication. My MSP and MP have
been very helpful, however everybody could be helping our children more. || would
have certainly died or be left with brain damage if | had not intervened and started giving him
the cannabis oils. The seizures were constant. | feel angry that | had no NHS assistance
through this period and anxious that this should not happen to any more parents/children.
This help MUST be given.

When the law was changed in November 2018 | had hoped that children (and adults) would
be able to access cannabis medication through their doctors. Unfortunately, this evidently
has not been the case and it is very disappointing and also devastating to parents like myself.

| am devastated that [JJJJll neurologist will not support us. He could not do anything to
help . 'n fact he caused more damage to & by prescribing the anti-epileptic
drugs. (Especially keeping |l on the sodium valproate for 6 months after we
repeatedly said that we thought it was the sodium valproate causing |l red blood cells
to stop working). [l endured 5 blood transfusions before the neuro took him off off this.
ﬂ red blood cell count immediately returned to normal).

| absolutely would not put - through an RCT. He is well now therefore | will not risk
stripping him of his cannabis oil medication to enter into a trial. | will not gamble with my
son’s life to prove a point. | truly believe (due to the evidence in front of me), that without
cannabis oils [l would go back into status epilepticus. The doctors thought he was
going to die last time. | will not put my son’s life at risk.

NICE could make a considerable difference to the lives of many in the UK. After 3 anti-
epileptic drugs have been tried (and failed) the probability of other drugs working reduces in
percentage. | know this from research and what i neurologist has told me. Would it
not be a sensible approach to offer CBP’s at this point? Especially as cannabis oils are
clearly helping a lot of children and adults with debilitating conditions. RCTs will never work
with cannabis. It would be a costly disaster. Observational trials are definitely the way to
proceed. For children like i however, they have already been put through a very
successful observational trial. The right guidance would be to provide funding for the children

in situation. This would ease the financial stress and burden for parents like myself.
End Our Pain | Guideline | General | General | Individual Family Submissions 7 — [ Thank you for taking the time to share details of the care received by your child affected by
severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
Parents: and [[NGNGNN CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best

Child Affected:
Date Of Birth:

Current Age:

interest of their patient taking into account their values and preferences.

The committee considered the evidence in the area. The RCT evidence focused on treatment

Siblings: for particular epilepsy syndromes and the committee agreed that these findings couldn’t be
Date Of Birth: extrapolated to other forms of epilepsy. The committee also considered observational studies
Current Age: years but agreed that these were of very low quality due to the high risk of bias. Overall, the
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Our son has Global Learning Delays, Speech and Language Difficulties, and has a slow
moving bowel due to the drugs he is taking so he is on laxatives, he also has eczema on his
face, hair and in the creases of his arms and legs. He also has enlarged gums which is the
side effect from the Phenytoin. |l a'so has numerous allergies, Feather, Fur, Dust,
Dust Mites, Pollen, Tree, and Grass.We need access to wholeplant medical cannabis (CBD
and THC) because we have exhuasted all the other medications, ||l has a VNS
implant, and tried the ketogenic diet. This Medication has to be available more easily and as
quickly as possible our neurologist will not prescribe FECO due to the very restrictive BPNA
guidelines. | fear that the NICE guidelienes could just entrench these guidelines. | pray this
does not happen.

We need cannabis oil just as much as those that have given an NHS prescription before the
law changes. Because my child is equally at risk as those children are.

I /=5 born ventouse delivery and after a traumatic birth he was a healthy baby boy
reaching all his milestones and learning to count and learn his colours in welsh. Although he
had really awful colic as a baby and irregular sleeping pattern. We were extremely happy &
elated first time parents looking forward to the future & building a happy family. As a year
previous i had an accident at work that could have been catastrophic we didn’t want
to wait any longer in saving to get married then start a family — life was too short.

At I years old we woke to the sound of |l choking we phoned an ambulance.
To see your baby convulse in distress turning blue is the most terrifying experience you hold
your breath as they hold their breath hoping wishing they will come around. That the colour in
their face will go back to a flushed red instead of blue & purple. The biggest fear was there
was nothing we could do to help |l but to phone for the ambulance & follow their
instructions to keep him safe until they arrived. That first seizure will always imprinted in our
minds but this was the calm before the storm, little did we know the worst was yet to come.

That night the doctors diagnosed a febrile convulsion related to high temperature although we
took his temperature and it was normal and |l didn’t have any cold or virus symptoms
but we were relieved but still unsure and on edge that this could happen again.

Much to our heartache these convulsions continued to happen [l was admitted to
hospital again and they gave us some medication before being discharged. We asked them
what the medication was for and they said for [l epilepsy, they didn’t even tell us that
was what they had diagnosed him with. At this moment looking back we were in shock we
had not been given any information on epilepsy, didn’t have any idea what this meant for

and his future and our future as a family was it hereditary, was it his birth, what
caused it we had some many questions that we needed answers to Why | N>

A few weeks later we were then referred to a Pediatric Specialist Dr || [ | | | ] I =t

. Over the next few months [JJJJll would have more seizures and they gained in
severity and duration. We tried different drugs but they would either stop working, make his
seizures worse or give him horrific side effects.
From here on ﬁ seizures become more frequent and violent he was having Tonic
Clonic Seizures, then they progressed into Drops Seizures, Absent Seizures, Myoclonic
Jerks, Partial Seizures all these happening throughout the day and night.

As the years passed we tried different medications as nothing would control the seizures, we
were phoning an ambulance every week as rescue medication would not stop the
seizures they were relentless. Drrh then told us that he had come to the end

of this knowledge and drug base so he was referring us to a Pediatric Neurologist Dr
-ﬁa_tﬁﬁ- was also experiencing sde effects from a lot of

committee agreed there wasn’t sufficient good quality evidence to make population-level
recommendations.

Research recommendations were made to promote the evidence base in this area. This
should include the views of patients, carers and families. The committee agreed that a
national or local registry of prescribing practices of CBMs was also needed.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of
the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees

93 of 213



Cannabis-based medicinal products

Consultation on draft guideline - Stakeholder comments table

08/08/19 to 05/09/19

Stakeholder

Document

Page No

Line No

Comments

Developer’s response

the drugs he has already tried. At this point - seizures became more uncontrolled and
prolonged even 3 lots of rescue medications failed to bring him out of the seizures. He was
being admitted into hospital on a weekly basis into PICU & ICU loaded up with obscene
amounts of drugs to stop the uncontrolled seizures. Again, we tried more drugs which came
with more side effects of head to toe rashes, hair loss, weight loss, aggression, rages,
toxicity, decreased appetite, hallucinations, unable to sleep the list was endless.

_ has been admitted into PICU as the prolonged cluster seizures could not be
stopped by further rescue medication and his airways became compromised. Once _
recovered Dr asked if we would try the ketogenic diet, we agreed and met
with Dietician at _ who advised us and started on the
ketogenic diet. This proved exceptionally hardw as he was years-old
and was enjoying normal food. Unfortunately became very sick on the diet he went
into rapid ketosis and we could not keep his glucose and ketones at safe levels, he was
admitted into [JJ il and given chicken nuggets and chips to get him well as the Doctors at

didn’t know anything about The Ketogenic Diet and they could not get hold of any
Dietian at Il Hospital. After being discharged we contacted |l and we had to
start the diet from scratch again, by this time * was vomiting daily, having to have
bloods taken hourly and urine tests throughout the day and again we could keep his glucose
& ketone at a safe Level and with no support in the community we had to stop the diet.

I 2d to have a EEG which showed a diagnosis of Lennox Gastaut Syndrome so
again there were more drugs we could try relating to this form of Epilepsy.

The next form of treatment was vagal nerve stimulator, so had the operation and it
seemed to stop the small absent/head drop seizures. Although would still endure

daily seizures, the drop seizures would literally fling him from one end of the room to another
almost like he had an electric shock. He would be having seizures during the day and the
night being his worse time.

- would still be having an ambulance into hospital every week from either seizure

related or injuries from a seizure and then admitted on HDU as they could not stop his

seizures he would then go into Status.

The drugs he would have to take would deplete his system so he would have to have

fortnightly loading doses intreveniously along with other cocktails of drugs, we were

constantly interchanging drugs in and out on a weekly basis. Which as you can imagine gave

horrific side effects, if there was a rare side effect to that dru would have it. Dr
also contacted Dr | Gz T -t and asked to look at

case and see if brain surgery would be an option, her reply was no as
seizures are Generalized so he would not be a candidate for Surgery.

I /25 admitted into hospital in status again and they loaded him up with various
emergency drugs and he didn’t wake up for 3 days. he had to have a catheter, feeding tube,
drips, cannulas, his veins were shutting down and he wasn’t responding. Dr

sat us down and told us that he didn’t know if || ll would wake up the
we knew or if at all. He said his basket of drugs were empty and he had nothing left to try it
was a waiting game. Thankfully [l did wake up after three days although he was still
having seizures again we would just have to keep interchanging drugs.

It was at this point that |JJJJ ]l and | decided to try Charlotte’s Web CBD oil as | IR
had been researching it for a few years, and a friend of our also mentioned it to us. We
thought we have nothing left to try and then found a stockiest in Kent and went to purchase
it. That weekend we gave Charlotte’s Web CBD oil his first dose of Charlotte’s Web
Everyday Advanced and it was like a light switched back on, he was aware of his
surrounding, he was able to hold conversations, and after a few weeks his drop seizures
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were less frequent and the severity of his tonic clonic seizures subsided. He even went out to
the garden picked up his scooter and started to ride it and interacting with all the other
children in the street. |l over the next two years felt confident to go without wearing his
helmet. We also requested an EEG to see if Charlotte’s Web made a difference to seizure
activity and yes it had showed less spiking to that of the EEG before taking Charlotte’s Web.
Also, we experienced no hospital stays throughout two years, no loading doses of Phenytoin
and no increases in medication.. He had rapid growth spurts, (he was always below the
growth centile line) he was looking healthier and his hair was growing thicker.
However, i plateaued on the CBD only product.During the next year we saw

deteriorate rapidly and the benefits from Charlotte’s Web plateaued. |l had
to have another battery replacement in his

was suffering tremendously and all his seizure types came back with a vengeance
throughout the day and night. Even when he was sitting down you could feel his whole body
pulsate, his hands were crooking inward and so is was one leg, putting pressure on his knee
giving him alot of pain in the process. He was having constant absent and head drop seizures
which caused him to trip and fall over. He was in a state of confusion and wandered around
not knowing what to do with himself.

There are fleeting moments of our _ who has a kind hearted soul and wicked sense of
humor. But we were losing him piece by piece and he was sleeping throughout the day and
the seizures were draining his every being. Dr i wanted to try the new
Keppra Drug which has less aggressive side effects but we refused asi and his body
has had enough. We have now agreed to bring off one of the drugs, Clonazepam
as it has stopped working so we are decreasing this very slowly as we have tried to decrease
previously with horrendous withdrawal side effects. ﬁ has recently had a liver function
test which has come back normal. But the Phenytoin Levels were 28.1 so we have had to
reduce the evening dose. His vitamin D was also low so he is taking supplements for this
too. The side effects of his cocktail of toxic medications included: aggression, frustration,
inability to walk, weight loss, slurred speech, hair loss, rashes, oversized gums, sleepiness,
hallucinations the list is endless.

Our NHS Neurologist actually said he wanted us to revisit drugs that have given -
horrific side effects, that he would like him to go back on steroids and he said that

quality of life had gone.

The impact on Our Family is immense our son | who is I yrs o!d has been
gravely affected he suffered from absent seizures as a toddler but is now seizure free. But
seeing his brother suffer every day from seizures is something no child should ever see it has
made him anxious, distant unable to express his emotions, he won'’t cry or discuss how
poorly his brother is, he is scared and fears that we might not be here in the morning when he
wakes up, as he has been left with relatives when we’ve had tw into Hospital.
I sc<s to get side-tracked when we have to care for we often see him in
the back round looking in on the seizure that is hurting his brother. Many trips have been
cancelled and the simplest daily routines are a struggle as |l has been too poorly to
leave the house. resorts to making himself vomit and soils himself daily due to the
stress of seeing what and us parents go through on a daily basis he cannot except
or comprehend why this is happening to us all it is all too painful to face. When we travel in
the car |l has to sit in the front now as he is having servere seizures that have broken
his leg and caused tissue damage, he also falls over onto |l whilst having a seizure
which are that strong he slips out of the belt. The terror and panic | see in ﬁ eyes at
that moment is unbearable | feel like getting out the car and running as far away as possible
because | cannot bear the horrific pain & suffering | see affecting my family every single hour
of every single day. It is crushing my heart and soul. | sincerely don’t know how we as a
family find the strength to combat each day when all its filled with is pain & suffering. There is
nothing more | can do but comfort him ﬁ | cannot explain why this has happened to
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our family, why we are not like every other family, | have no words or explanation as to why
nobody is helping us and that we have done nothing wrong. It simply is hell on earth.

It is unbearable because [JJJJJll has very recently broken down and told us he wants to
Commit Suicide & hates his life because ofi seizures we are now having to seek
help from Social Workers & Primary Mental Help & CAMS.

_ has seizures throughout the day, during the Night and when he falls asleep the
Seizures become more frequent and vicious so with ﬁ or | have to sleep in with him
because he may not recover from a seizure, he could suffocate and die. So a lot of the time
our Family Life is split into two parts of the house with either parent with _ or

We NEED Access to Medicinal Cannabis Oil because we have exhumed all the medications,
I =s 2 VNS implant, and tried the Ketogenic Diet. Since |l has been taking
Charlottes Webb CBD Oil it has shown improvements on his EEG. This Medication has to be
available more easily and as quickly as possible our Neurologist will not prescribe FECO due
to the very restrictive BPNA guidelines and them also recommending they do not prescribe

ilease see attached letters from Chief Executive of [ JJ il our second opinion Neurologist

Our Neurologist of |l years has refused to prescribe |l ful-extract Cannabis
Oil, we have filed a complaint to the NHS Trust and another 2nd opinion was arranged, he
has seen |l and looked over his case and the guidelines that have been written and
he has also refused to prescribe [l We have also had a conversation with Head
Neurologist at our hospital and she also said that she was unable to prescribe as she helped
write those guidelines, so | had replied that those guidelines stated that they could prescribe
Tilray & Bedrocan Products and and felt she could not go back on them now. She didn’t even
know that this part of the guidelines had been updated even though she had various
meetings with BPNA. She also informed us that if one neurologist said no to prescribe then all
other would say no too, so our second opinion that was arranged for us by Dr

was always going to be a no.

We were offered Epidiolex but the CBD oil |l is on is far better grade than Epidiolex
because it is a full-extract oil. ||l would most definitely deteriorate if changed over to
Epidiolex. We feel like neurologists are being misinformed and are being threatened with
losing their jobs which is preventing them from doing "What is in the Best Interest of The
Patient".

Each day we grieve because the next seizure could take his life it could be now as | am
writing this or tomorrow, next week, it is a ticking time bomb. But what we do know every day
he has 100s of seizures and everyday those seizures kill brain his brain cells, taking a piece
of our son away from us and away from this world. We cannot bear to see the deterioration
any longer not in Il or any other Child or human being when Full Extract Oil can
elevate their condition and or give them a better quality of life forever how long they have left
or prolong a happier Life.

We now have a private prescription for Bedrolite & Bedica Medical Cannabis which we have
to fundraise, basically beg, steel & borrow to pay for. We cannot sustain the £4000 per month
costs of this private prescription we have one wage coming into the household as | am a full
time carer to i & . I had to give up my job as a Bank Clerk due to the
profound care needed for both my sons Due to Epilepsy. Because of the extreme cost of
honouring the prescription in the UK we are now having to criminalize ourselves by going
abroad to bring |l prescription back to the UK.
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Having to break the law is not something that we have ever done it doesn’t sit well with us. It
is causing extreme stress which we cannot bear as we already have a very a sick child. But
we know that we have to do this to keep our son aive, safe and well because we are being let
down, ignored and let to fend for ourselves. If other medications worked for [, or he
only had a small and manageable number of seizures. We wouldn’t be doing this.

I =s been on Bedrolite (pure CBD) for nearly three months and the improvements
are staggering. _ is holding conversations & initiating them, his personality has
returned, he is able to stay awake through the day until 4pm most days. He is playing with his
toys in an imaginative way, he is able to vocalize what he wants and what he doesn’t want,
he is aware of his surroundings, he is enjoying all of his favorite tv programs and the laughter
from him is so infectious, he is building a relationship again with his brother which brings
tears to our eyes. He is trying so hard to regain his feeding skills, he is lucid and repeats and
engages in conversations with us. We can still introduce Bedica (THC) if the clusters and
tonic clonics continue to be aggressive but we shall see how he goes within the next few
weeks.

There are many more | can list but more importantly he has a significant reduction in
seizures. Although the tonic clonics he does have are still really vicious and affect his
breathing they are short lived and he recovers a lot quicker and he is able to walk, talk
afterwards they do not wipe him out for the rest of the day. So we have what we have always
wished for h & our family and that is auality of life and happy times together.

In conclusion, we were elated when the law changed on 1 Nov 2019 for Medical Cannabis to
be prescribed on NHS but we have been extremely let down and abandoned by NHS,
Government for not following through on many processes that should have been addressed
at the time. We are having to fight tirelessly to obtain this medicine on NHS

Prescription. . Very soon our funds will run out & |l seizures will return and his life
will be held in balance once again. Due to the barbaric behaviors of Our Government, NHS,
Various Establishments failing to finish what they started when they changed the Law for
Medical Cannabis to be prescribed. We now have to keep fundraising to keep - alive &
well, a price has been put on his life, |l is entitled to a right to a life. our whole family is
living on a knifes edge, [l suffers from high blood pressure due having to keep down a
full-time stressful job -and having to take turns sleeping in with |l and keep him safe. i
() have had to take anti-depressant tablets for 15 years to try and cope with looking
after a sick child and now having to fight within an inch of our lives for a medicine that is
legally allowed to be prescribed on the NHS. Due to all this stress anxiety and having to
campaign and fight | now suffer from hemiplegic migraines brought on by stress. We cannot
withstand this any longer something will break very soon. We have to relive all the
uncomprehenable pain & suffering that we have shut away so we can cope with looking after
a sick child to prove why we need an NHS prescription. Its not something we want to be
doing it. Especially when its clear why he needs a prescription. The medicine that is making
him well, saving the NHS money by not having weekly visits to hospital, no loading doses of
drugs, no increases of drugs, no HDU stays, how many more reasons due we have to give.

We welcome whole heartily that trials, tests have to be done but there is worldwide evidence
of cannabis medicine and just because they are not licensed does not mean they are not safe
or effective, |l has consistently been given medicine that has not been used or tested
in children and are unlicensed and have to be approved by medical board for use, so that is
not a justified response. We don’t think it unreasonable for us to have a Shared Care system
with our private Neurologist and for our NHS Neurologist be granted permission/guidelines to
observe and collect data whilst being on Medical Cannabis funded on NHS Prescription, as
has already been on Medical Cannabis and it is working for him.
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Whilst we have been waiting for Government to answer our pleas - and many other
children have done their trials, they have given you evidence, they have waited and suffered
enough. We cannot go through anymore horrific pain, suffering, stress anxiety having to
Fundraise for RCT,s, Observational trials to be set up even. For our children to be put into a
trial they have to be stripped of their current drugs & cannabis oil which would be catastrophic
& unethical, which could take months/years as this has to be done slowly, then what products
would be used and in what ratios every child has different diagnosis and tolerates different
dosages and then who gets the placebo? We will not put * through this is would
simply be inhumane & torture. h needs an NHS Prescription for Medical Cannabis to
keep him alive, safe & well. So he can live his live for now, for however long he is on this
earth, we want to live as a family without burden, pain & suffering creating happy, loving
memories. We simply don’t have the luxury of time!

Please act with common sense and compassion in our cases, and recognize that we have
the most extreme and urgent need, as well as the evidence it works for

Yours sincerely,

I BN B - .

End Our Pain

Guideline

General

General

Individual Family Submissions 8 m...
N

TGS ey S
B s Siblings : )

I =5 LGS (Lennox Gastaud Syndrome) the symptoms of which are well known. She
had her first seizure at age |l and is now . Her epilepsy is characterised by
multiple daily seizures of various types and severity. Over a ﬂ period we have tried all
the normally prescribed AED’s, none of which had an effect and some exacerbated the
condition by making her drowsy and sometimes unresponsive in addition to the seizures. She
also has had a VNS fitted, with only marginal success. Alternative treatments such as surgery
had been ruled out early-on as an MRI showed multiple areas of a migrational disorder that
was too widespread in the brain.

pregnancy with [l was normal. Il delivery was normal (38 weeks).
Her neo-natal period was normal.

The first indication of |l iiness was at age [l on first day of school. We had a
call from school saying is she prone to seizures. First real full blown seiqu
when ambulance called and after seeing local doctors was transferred to under the
care of . Probably the worst few days of our lives as we had no diagnosis
and no plan of a way forward.

I 2ttcnded various MLD Schools and over the next [l tried every AED that
was on the market. The epilepsy diagnosis soon became intractable epilepsy, and after an
MRI we were told that an operation was not feasible. We were advised that during pregnancy
there had been a ‘migrational disorder’ and some cells in the brain had ‘migrated’ to the
wrong location. There was a thickening of the walls of the speech and language centres
which had caused the learning difficulties and the Epilepsy.

Finally diagnosed with LGS (confirmed by Dr | | | |} NI . Fitted with a Vagal Nerve
Stimulator (LGS) which was only marginally effective.

Constantly on the internet searching for any hope of progress anywhere in the world.
Meanwhile continued to have between 5-10 seizures a day. During a tape-test at
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Thank you for taking the time to share details of the care received by your child affected by
severe treatment-resistant epilepsy. On an individual level there appears to be evidence that
CBMPs have a role. Clinicians can make their own individual prescribing decisions in the best
interest of their patient taking into account their values and preferences.

The committee considered the evidence in the area. The RCT evidence focused on treatment
for particular epilepsy syndromes and the committee agreed that these findings couldn’t be
extrapolated to other forms of epilepsy. The committee also considered observational studies
but agreed that these were of very low quality due to the high risk of bias. Overall, the
committee agreed there wasn'’t sufficient good quality evidence to make population-level
recommendations.

Research recommendations were made to promote the evidence base in this area. This
should include the views of patients, carers and families. The committee agreed that a
national or local registry of prescribing pra