MEDICINES ASSESSMENT ADVISORY
COMMITTEE (MAAC) REPORT

29 July 2008
As5ess50r: I

Compound: Delta-9-THC and Cannabidiol
Product: Sativex

Dose form: Buccal spray

Proposed indication: i. Relief of neuropathic pain in MS

2. Relief of spasticity in MS
3. Relief of pain in cancer

MOH file number: TT50-8053 @ «
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We considered this application al the March 2008 meet ng ap icationwas
for some further Part 2 data along with a request for \g
efficacy in spasticity and cancer pain. Further v
neuropsychiatric profile and cognitive functj
promptly with answers to these concerns.
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indicate L@) thiere-are three further studies in progress which
and 1 | Toyield headline results in the beginning of 2009.
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The commitiee will be well aws
support this apphcation!

In response, lhe con

dva eginning of 2000. Study GWSPG604 is a further study assessing the safety

n symptomalic relief of spasticily in patients with spasticity due 1o multiple

Cs 19 szs There are two phases to this; one being a single-blind and the other being a double-

b’ nd parallel group study. This has been designed in consullation with (he MHRA and it has

been designed to address the main issue identified by the MMRA. Recruitment has taken

place in a number of European countries and again results are hoped to be available in the
beginning of 2009,

The company has responded to the concern regarding blinding when using an agent where
there is a high frequency of dizziness. [N ‘s 2sked to provide an
objective assessment and he concluded with regard to relationship with the three most
common adverse events, dizziness, sonmolence and headache, that there is no evidence of a
relationship between overall treatment effect and experience of one or more of these three
adverse effects. The general consensus is that if blinding has been compromised, there is no
evidence of any bias in the assessment of the treatment difference between Sativex and
placebo. They are unable to absolutely refute the possibility of bias, but at least there is no
evidence of a major problem.



In regard to the validity of the numerical rating scale (NRS), they make the point that there
may be some influence of other symptoms in the score report by patients but that should not
be an issue in supporting the validity of the NRS. The clinical relevance of the treatment
effect of MS spasticity is such that the pooled data in which there is a meaningful response of
30% of more occurs in 37% of Sativex patients compared with 26% of placebo patients
(p=0.0073). Sativex consistently achieved more responders. Note is also made of the
consistent long-term benefit through to 52 weeks.

Additional data from independent reports was obtained from work done through the health
department of the regional government of Catalan, Spain. This report demonstrated that half
the patients who received Sativex responded well by reporting improvement of pain and
spasticity symptoms in MS. Patients with neuropathic pain from other causes also.
experienced improvement of their pain. In those patients under gomg, itherapy ther
was a reported improvement in nausea and vomiting. CK

In regard to the newropsychiatric profile and cognitive func url e ifforn o 1\}

prepared by N ©sychiatrist from Oxfor, ’% rsity. Mos tf cls C 1'1tnc
symptoms have appeared (o be related to the TII % febnnabi )&,Le said to be
self-limiting and there is no convincing evx hzw &%@ ﬁuons for long-
term mental health. He does state, howeg h re a \,}‘t wtive epidemiological
sludies that show that cannabis smokmﬁ@ mod Ka q/cs cc may be associaled with
an increased risk of functional \ot utcom \31 e He does note thai all these
sludies have methodologicyl /R\ mns 13k to an individuval of developing

schizophrenia as a resu {"I g' na 1 N
}\Jence of lolerance.
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kingt ofomucosal cannabinoids is markediy different from the profile

olib\s 5 Fb%} nolcc or vapouwr. The co-administration of THC and CBD has

In regard toi}ﬁ vide wQ ne year or longer is such that lhere are very low
b o g

ad9antage lhe therapeutic benefits that both drugs bring individually. The
ositive effect of CBD on cognition has been supporied.
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'éckﬂ ric adverse effects do occur more frequently following Sativex than piacebo (18% vs.
0); however, a large majority of these (85%) were either mild or moderate in infensity

and of the 921 patients who received Sativex only 29 withdrew as a result of psychiairic

adverse effects,

In a double-blind cross-over trial of 17 patients with MS over eight weeks’ treatment, a
publication in 2008 compared the neuropsychiatric and cognitive effects of Sativex with
placebo. The PASAT, a measure of auditory information processing speed, revealed no
significant difference belween Sativex and placebo. The cognitive deficits and psychiatric
adverse effects are thought to be due to the THC content of Sativex. The presence of CBD is
likely to exert a protective effect since il ts known (o inhibit hydroxylation of THC to the
psychoactive metabolite. Moreover, there is accumulating evidence that CBD has anxiolylic
and antipsychotic effects in its own right.

Certainly in the shost term (<1 year) there is no compelling evidence to demonsirate major
psychialric and cognitive deficits in the vse of Sativex.



Conclusion
As the committee know only too well, I have previously supported this application. We have

not been provided with any further efficacy data and we do await the three studies’ results at
the beginning of 2009. I am reassured about the cognitive and psychiatric adverse effect

profile.
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