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Background
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Q‘ne pha a od effects of the cannabinoids in Sativex are well documented in

pub '§ re. The report refers to literature confirming relief of motor
f e U d spasticity in accepted animal models, and new published preclinical
T gc amsilc data. Sativex ciose-dependent[y inhibited spasticity in a validaied mouse
odel of MS. Information is most lacking about effects on muscle tone or spasticity
@ i humans. However, the MHRA assessor considers that preclinical data suffice in
this instance as spasticity is not readily measurable in humans. Overall, the Phase |
studies conducted by the company were considered adequale by the assessor,

The pharmacokinetics of Sativex were well described and discussed. The assessor
mentioned that wording in the Summary of Product Characteristics justifies the lack
of advice regarding hepatic or renal impairment. The therapeutic dose is highly
variable among patients, indicating that individual dose titration is appropriate.

The Ashworth scale is the standard measure of spasticity in humans. However,
there is highly persuasive information in the literature outlining how the Ashwortn
scale lacks the validity, reliability, and sensitivity necessary for an effective efficacy
measure in clinical trials. Thus, the applicant employed the 0 - 10 point Numeric
Raling Scale (NRS) which is a patient reported measure of spasticily symptoms.
This scale can not detect a confirmed objective change in spasticity in response to
treatment. However, the company demonstrated acceptable validity of the NRS as a
measure of symptoms related {o spasticity. The NRS is a symptomatic measure,
and the proposed indication is fully symptomatic.



The first large study GWMS0001 was negative overall, but encouraging for spasticity
as a secondary endpoint. The 6 week GWMS0106 pivotal trial showed a modest
level of statistical significance in the difference from placebo. The 14 week study
GWCL0403 was negative, although the majority of endpoints showed a favourable
trend for Sativex. A meta-analysis of GWMS0106 and GWCL0403 showed a
modest mean treatment effect of questionable clinical significance (-0.34 points on
the 10 point NRS). The assessor commented that the clinical relevance of a
difference in means observed on a scale can be assessed by comparing responder
rates which were encouraging in this case. The responder rates were 35% for
Sativex compared with 24% for placebo.

Based on this, the applicant adopted a therapeutic trial’ approach to identify a sub-

population of responders. Following post-hoc analyses comparing NRS scorg the

applicant determined that a 4 week therapeutic trial may allow responders G

treatment without subjecting non-responders to long-term treatment «
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ighly statistically significant difference in primary efficacy
endp i e to treatment failure, with the risk of failure being reduced by
% he Sativex group. The assessor conciuded that the results of this
0% ivi dequate avidence of a benefit of continued long-term treatment for
spanders.

he assessor concluded that taken as a whole, the data are considered sufficient to
demonstiraie an objective effecl of cannabinoids in general, and Sativex in particuiar
on the physiological phenomenon of spasticity.

The assessor commented that Sativex is very different from illicit cannabis in PK and
CNS effect profiles. There is no evidence of CNS effects unrelated to spasticity
confounding efficacy measures.

The adverse event rate was much higher in the Sativex groups compared to placebo
groups, and the main safety and folerability issues relate to CNS effects. The
potential for oral mucosal lesions is a safety issue that in most cases can be
managed by varying application site. The assessor indicated that psychiatric events
are common in MS patients and the data is insufficient to establish a causal
association with Sativex. This issue may be reasonably managed with post-market
risk management and advice in palient information leaflets. The assessor concluded
that the safety profile is acceptable and that the safety issues are outweighed by
significant benefit in terms of efficacy. There are no safety issues that raise concern
over the risk benefit of non-responders, and there is no evidence of long term
sequelae following a 4 week therapedutic trial.



Conclusion

The assessor concluded that a positive risk-benefit is conciuded in MS patients for a
symptomatic indication. The indication statement approved by the MHRA, and
agreed upon by the company is as follows:

“Sativex is indicated as add-on treatment for symptom improvement in patients with
moderate to severe spasticity due to 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”.

The applicant will need to commit to adapting the wording from the UK PL and SPC
into the NZ dala sheet, and to provide and implement a risk management pian for
post-market monitoring
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