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WITNESS STATEMENT OF PROFESSOR DAVID NUTT 

 

 

  

I, Professor David Nutt of Drug Science UK will say as follows:  

 

1. I am a psychiatrist and professor at Imperial College London.  I have prior training in 

neurology at Guys and St Mary’s hospitals. My doctorate from Oxford University was 

on the neuropsychopharmacology of seizures. Since then I have worked for almost 

all my professional life on the effects, both beneficial and harmful, of drugs on the 

brain and have extensive clinical and research experience in this field. I am a Fellow 

of the Royal Colleges of Physicians, of Psychiatrists and of the Academy of Medical 

Sciences of the UK.  I was a member of the Adviory Council on the Misuse of Drugs 

for 10 years and chair of the Council for one. My expertise has been recognised with 

a number of prestigious appointments including Presidencies of the European Brain 

Council, the European College of Neuropsychopharmacology, the British Association 

of Psychopharmacology and the British Neuroscience Association. I have also 

served on the MRC Neuroscience board.  



2. I have conducted scientific research on the brain actions in humans of a wide range 

of legal and illegal drugs including alcohol, tobacco, heroin, amfetamines, cocaine, 

GHB, buprenorphine, antidepressants, benzodiazepines, antipsychotics, methadone, 

LSD, psilocybin, DMT, cannabis, cannabidiol, ketamine, paracetamol, ibuprofen and 

caffeine. 

3. In 2009 I set up the independent charity now called Drug Science – a group of 

leading UK experts who produce papers and teaching materials dedicated to telling 

the truth about drugs – see www.DrugScience.org.uk.  In 2019, soon after medical 

cannabis was made legal by Parliament (following the recommendation of the then 

CMO, Dame Sally Davies), under my guidance Drug Science began to examine the 

benefits of medical cannabis and the nature of its prescribing. As part of this we 

conducted a detailed audit on ten of the children whose parents are part of the 

campaign group End Our Pain (‘EOP’).  These data are now submitted for 

publication. 

4. I make this statement in support of the claimant’s application to challenge the 

guideline of the National Institute for Health and Care Excellence (‘NICE’) on the 

prescription of cannabis-based medicinal products (‘CBMPs’) for people with severe 

treatment-resistant epilepsy (‘STRE’) (‘the Guideline’). 

 

5. NICE produced a draft Guideline and opened a consultation in August 2019. I 

reviewed the draft Guideline and the review of the evidence of the efficacy of 

Cannabis Based Medicinal Products (‘the Evidence Review’) at the time, and 

contributed to a submission which was made on behalf of Drug Science.  

 

Concerns 

 

 

6. There are large numbers of patients in the UK with STRE for whom conventional 

anti-epileptic drugs (‘AEDs’) are not effective. Many of these patients experience 

serious side effects as a result of these medications. It is important to understand 

that AEDs are always prescribed using a ‘trial and error’ approach and often in 

different combinations which can exacerbate those side effects. Some AEDs are 

licensed only for adults but are prescribed to children ‘off-label’ without Randomised 

Control Trial (‘RCT’) data and with very limited evidence of efficacy. Often they are 

prescribed on the basis of little more than clinical experience.  For a subset of 

epilepsy sufferers, in whom these other AEDs have failed and/or produced 

intolerable adverse effects, CBMPs can be life-changing and the patient evidence 

reflects this. 

 

7. My interpretation of the Guideline, including its research recommendation, is that the 

most significant reason why no practice recommendation was made for clinicians to 

consider prescribing CMBPs in appropriate cases is the lack of RCT evidence. NICE 

identified 11 sets of observational data but asserted they were all of low quality 

(which I dispute) and said that further RCT evidence would be required to support a 

http://www.drugscience.org.uk/


positive practice recommendation.  I note in particular, that in relation to these 

observational studies the Review states: 

 

“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.”  

 

8. I point out: 

a. The CBMPs used in these observational studies had been prescribed by 

physicians who monitored outcomes. The data is therefore likely of good 

enough quality to convince a medical practitioner to continue prescribing; 

b. They use a valid prospective design where the preceding clinical state is 

compared with that following the new medicine.  This is often known as the 

ABA design1; 

c. Such within-patient trials are the very basis of standard medical practice; and 

d. Our own data from the EOP patients confirms their findings. 

 

9. No controlled trial, however good, can ever prove that a medicine will work in a 

specific patient. This is all the more relevant with complex diagnoses like treatment 

resistant epilepsies (‘TREs’) where in essence, a clinical trial in each patient has to 

be conducted to determine the effectiveness of that medicine. In our latest research 

with ten of the End Our Pain children (data provided in appendix 1), we have 

calculated that the likelihood of a further child having a positive response to medical 

cannabis as defined by a greater than 50% reduction in seizures is around 90%.  In 

the recent  Epydiolex trial 2 the likelihood of a similar therapeutic response was less 

than 50% 

a. The likely explanations for this much better outcome in the End Our Pain 

children are twofold: 

i. The use of whole plant extract CBMPs which contain other 

compounds in addition to cannabidiol with potential anti-epilepsy 

efficacy; and  

ii. The experimental titration of doses to optimise benefit. This is what is 

done in the treatment of individual patients to maximise effectiveness 

of treatments. This is something that is very difficult to do in an RCT  

and was not done in the Epydiolex trial.  

 

10.  The issue of medical cannabis prescription is a complex one. The main issues are:  

 

a. CBMPs vary in their component molecules and so may have significant 

differences in effect. The benefits of different ones tend to emerge during a 

process of trial and error. This “real medicine” patient-centric approach is best 

served by the prescriber having available a range of different products and of 

different doses. 

b. Patients respond to different levels of active ingredients over time. Typically 

with STREs the children are started on a cannabidiol product and then if 

                                                            
1 Nutt - https://bmjopen.bmj.com/content/bmjopen/10/9/e038687.full.pdf 

https://bmjopen.bmj.com/content/bmjopen/10/9/e038687.full.pdf


control is not obtained or begins to be lost, then a product with more THC is 

added.  

c. Some indications of STRE are so rare that a traditional trial could not be 

conducted as the populations with these indications are so small. Relying on 

RCTs to formulate diagnosis-specific interventions would therefore be 

impossible for them. I cannot see that NICE has properly engaged with that 

issue during the consultation and how they envisaged or envisage that 

position ever changing. This problem with RCTs in the context of STRE 

means that there is or ought to be much greater significance in the 

observational data.  

 

11. Take our current audit of the use of CBMPs in 10 patients as part of the EOP group. 

Of those 10 patients, 7 have no specific diagnosis. However all 10 have shown good 

responses to CBMPs, some spectacularly so. The likelihood of this having occurred 

by chance is less than 1 in a 100 (i.e. their response to CBMPs has a statistical 

significance of p<0.01).  For comparison the RCT of Epydiolex from which it gained 

approval required about 120 subjects to achieve a similar level of significance.2  The 

End Our Pain data are now in press in the journal Drug Science, Policy and Law. 

Moreover all of the End Our Pain patients gained clinically significant reductions in 

seizure frequency with 9 out of 10 experiencing a reduction of more than 50%. In 

comparison only 43% of the Epydiolex-treated patients in the trial 2 
 achieved this 

level of response .  

 

12. There was much other observational data available to NICE at the time that may not 

meet the ‘gold standard’ of RCTs. And there is an increasingly large volume of 

patient reports of the therapeutic value of CBMPs, for example there are thousands 

of patient reports in the Canadian and Minnesota databases which do not appear to 

be addressed in the Evidence Review.  

 

13. The Minnesota database is a well-organised patient registry (including children), run 

by the Minnesota Department of Health, which is easy to find, access and 

interrogate. Operational since 1 July 2015, it shows detailed data of patients 

prescribed medical cannabis for a broad range of conditions, including seizures. 

When looking at patient reported benefits in relation to seizures, it is evident that 62% 

perceived a ‘great deal of benefit’ and another 28% ‘some benefit’ in relation to their 

seizures (2015-2017 data). Among seizure patients, 63% reported ≥ 30% reduction 

in seizure frequency and 41% both achieved that level of reduction and retained it, on 

average, for at least four months.3  

 

                                                            
2 Devinsky - https://www.nejm.org/doi/full/10.1056/NEJMoa1611618  
3 
https://www.health.state.mn.us/people/cannabis/docs/about/cohort/c2015_2017_benefitssummary.pd
f, Please see Table 12 for 
details:  https://www.health.state.mn.us/people/cannabis/docs/about/cohort/c2015_2017_benefitspse.
pdf 

https://www.nejm.org/doi/full/10.1056/NEJMoa1611618
https://www.health.state.mn.us/people/cannabis/docs/about/cohort/c2015_2017_benefitssummary.pdf
https://www.health.state.mn.us/people/cannabis/docs/about/cohort/c2015_2017_benefitssummary.pdf
https://www.health.state.mn.us/people/cannabis/docs/about/cohort/c2015_2017_benefitspse.pdf
https://www.health.state.mn.us/people/cannabis/docs/about/cohort/c2015_2017_benefitspse.pdf


14. The Health Canada database comprises data of over 300,000 registered medical 

cannabis patients since October 2018 4. A search of the Adverse Events database 

revealed only 30 adverse events related to medical cannabis, only 1 of these was 

related to seizures, and none of them was related to children  highlighting their 

relative safety. 

 

15. As a clinician, what I find particularly surprising is that material observational 

evidence was not factored into NICE’s decison as to the content of the Guideline. 

The observational data was all the more important because of the problem with 

relying on RCTs in the present context. There is a significant body of observational 

data, which, taken as a whole, is clearly supportive of CMBPs having a significant 

therapeutic role in the treatment of STREs.  

 

16. Moreover the wide range of different aetiological causes for the epilepsy in these 

patients (many of which are still unknown) makes a population-based 

recommendation likely impossible. Individual patients need independent individual 

trials of plausibly-effective medications with carefully monitored outcomes. Yet NICE 

does not appear to have asked itself anything other than whether a population-based 

recommendation should be made.   

 

17. The reliance by NICE on RCT evidence in the case of CBMPs is rather at odds with 

the fact that there are at least 50 drugs which have been licensed in the UK without 

placebo controlled trials 5. These are usually for rare disorders which have failed 

other treatments and include some in children.   

 

18. Further, in the context of NICE’s concern about the adverse effects which CBMPs 

may have, it is important to understand that, as I am sure NICE would accept, 

existing AEDs and even more invasive treatments like brain surgery have a range of 

adverse effects, particularly in their various combinations. 

 

19. I note that NICE’s stated intention is to permit the prescription of CBMPs in 

appropriate cases: 

 

“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” 

 

20. However, in my view NICE underestimates the significance of the lack of a positive 

recommendation of any form. It is a significant cause for concern that since the law 

was changed in November 2018 to permit the prescription of CBMPs virtually no 

child has been able to have a prescription on the NHS. These are children, I need not 

repeat, whose brains are being damaged by seizures which CBMPs have repeatedly 

                                                            
4 https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-
canada/adverse-reaction-database.html  
5 Hatswell, BMJ Open 2016;6:e011666. doi:10.1136/bmjopen-2016-011666 
 

https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-database.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/medeffect-canada/adverse-reaction-database.html


been observed to reduce. It is plain that NICE guidance plays a significant role in 

determining whether prescriptions of CBMPs are made: indeed it is a very purpose of 

the Guideline to guide clinicians.  

 

21. A practice recommendation to consider the prescription of CBMPs in appropriate 

cases, if necessary once reasonable alternatives have been tried and failed, would 

be more consistent with NICE’s aims. It is simply not apt, in the present context, to 

consider the matter on a population-wide basis, or to insist on RCTs. Yet NICE has 

only considered whether or not a population-wide recommendation (rather than some 

other form of positive recommendation) should be made, and, in any event, has not 

factored-in material observational studies which are all the more crucial in the 

present context. The result is that, although the Guideline does not advise against 

prescription (precisely because there is not evidence to justify that), clinicans feel 

unable to prescribe. In practice, very few if any NHS doctors will be prepared to 

prescribe whilst that is so. 

  

22. On NICE’s approach (i.e. treating the matter as a population-wide question and 

relying on RCTs), it is difficult to see how any meaningful recommendation could be 

made in favour of CBMPs any time soon. For the present position not to change very 

soon, notwithstanding the change in the law  which took place as long ago as 

November 2018, is unconscionable.   

 

Conclusion 

 

23. A recent Chair of NICE, Sir Michael Rawlins, said in his 2008 Harveian Oration 

argued that: ‘the notion that evidence can be reliably placed in hierarchies is 

illusory … striking effects can be discerned without the need for RCTs…’ 6. I agree. 

That applies all the more strongly where, as here, RCTs are particularly problematic. 

 

Statement of truth 

I believe that the facts stated in this witness statement are true. I understand that 

proceedings for contempt of court may be brought against anyone who makes, or causes to 

be made, a false statement in a document verified by a statement of truth without an honest 

belief in its truth 

                  
Signed 

Dated   28th September  

                                                            
6 Rawlins  
https://www.politics.co.uk/opinion-formers/royal-college-of-physicians/article/royal-college-of-physicians-sir-
michael-rawlins-attacks-trad     
 

https://www.politics.co.uk/opinion-formers/royal-college-of-physicians/article/royal-college-of-physicians-sir-michael-rawlins-attacks-trad
https://www.politics.co.uk/opinion-formers/royal-college-of-physicians/article/royal-college-of-physicians-sir-michael-rawlins-attacks-trad


Appendix 1 The  first ten patients data The End our Pain study 

Patient 
Ag

e 
Diagnosis 

Previous 

AED/Treatment 

Current 

AED/Treatme

nt 

Previous 

CBMP 

Medication 

Current 

CBMP 

Medicatio

n 

Daily 

Dose of 

CBMP 

Medicatio

n (ml) 

Dail

y 

dos

e of 

THC 

(mg) 

Daily 

dose 

of 

CBD 

(mgs

) 

Monthl

y 

seizure

s Pre 

CBMP 

Monthl

y 

seizure

s Post 

CBMP 

Monthly 

CBMP 

Cost 

1 26 LGS 

Clobazam, 

Inovalin, 

Lamotrigine VNS  None 

Bedrolite 

+ Bedica 

3·9ml 

Bedrolite, 

0·39ml 

Bedica 19·8 390 200 10 

£2,000·0

0 

2 10 

LGS + 

IBIC 

Clobazam, 

Clonazepam, 

Ethosuximide, 

Lacosamide, 

Lamotrogine, 

Levetiracetam, 

Phenobarbital, 

Phenytoin, 

Prednisolone, 

Rufinimide, 

Sodium 

valproate, 

Topiramate Lamotrogine Epidiolex Bedrolite 3·25ml 9·75 325 9000 750 

£2,500·0

0 

3 16 

Pharmaco

-resistant 

epilepsy, 

Cluster 

Carbamazepin

e, Clobazam, 

Lacosamide, 

Lamotrigine, 
Phenytoin Nome 

Bedrolite 

+ Bedica 

5·5ml 

Bedrolite, 

0·5ml 
26·5 550 29 6 

£2,620·0

0 



  

Focal 

Seizures 

Levetiracetam, 

Phenytoin, 

Sodium 

valproate 

Bedica 

4 2 

CFC 

Syndrome Levetiracetam 

Clobazam, 

Phenobarbitol None 

Bedrolite 

+ Bedica 

2ml 

Bedrolite, 

0·08ml 

Bedica 4·6 200 90 60 

£1,197·0

0 

5 4.5 

Intractabl

e epilepsy 

due to in 

utero 

seizure 

caused by 

genetic 

mutation 

Clobazam, 

Prednisolone, 

Pyridoxine, 

Levetiracetam, 

Vigabatrin 

Ketogenic 

Diet 

Epidiolex, 

Haleighs 

hope Bedrolite 3ml 9 300 240 30 

£1,000·0

0 

6 18 LGS 

20+ AEDs and 

Ketogenic diet 

VNS 

Charlottes 

web 

hemp, 

Endoca 

Bedrolite 

+ Bedica 

3·8ml 

Bedrolite, 

0·15ml 

Bedica 14·4 380 3,000 60 

£2,100·0

0 



7 10 

Uncontrolled 

Epilepsy & 

Autism, 

possible 

PVL, focal 

epilepsy and 

every 

seizure type, 

Autism, 

Right sided 

cerebral 

palsy 

Chloral 

hydrate, 

Clobazam, 

Clonazepam, 

Diazepam, 

Ethosuximide, 

Lamotrigine, 

Levetiracetam, 

Phenobarbital, 

Phenytoin, 

Sodium 

valproate, 

Steroids, 

Topiramate, 

Zonisamide 

Clonazepam, 

Levetiraceta

m, 

Phenobarbital Epidiolex 

Bedrolite 

+ Bedica 

3·6ml 

Bedrolite, 

0·45ml 

Bedica 

19·

8 360 6300 75 

£2,115·0

0 

8 2 

Undiagnose

d, potentially 

rare 

mitochondria

l disorder 

from NARS2 

gene 

mutation 

Carbamazepin

e, Clobazam, 

Levetiracetam, 

Phenobarbital, 

Sodium 

valporate, 

Steroids, 

Topiramate, 

Vigabatrim Clobazam Epidiolex Bedrolite 2·2ml 6·6 220 300 0 

£1,280·0

0 

9 7 

Doose 

Syndrome 

Sodium 

valporate 

Lamotrigine, 

Zonisamide None 

Bedrolite 

and 

Bedica 

3·1ml 

Bedrolite, 

0·2ml 

Bedica 

13·

3 310 18000 0 

£1,350·0

0 



Legend: LGS - Lennox-Gastaut syndrome, VNS – Vagal nerve stimulation, AED’s – Anti-epileptic drug 

 

10 48 

Refractory 

focal 

Epilepsy and 

Autism 10+ AEDs None 

Bedica, 

Endoca Bedrolite 3·5ml 

10·

5 350 37·5 32·4 

£2,000·0

0 



Monthly seizure frequency pre & post initiation of Cannabis Based Medicinal Products -  

NOTE LOG 10 SCALE 

    *P < 0.01 

 

 


