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MINUTES OF THE 90™ MEETING
OF THE MEDICINES ASSESSMENT ADVISORY COMMITTEE
HELD VIA TELECONFERENCE
ON WEDNESDAY 30 JUNE 2010 COMMENCING AT 9:30am

Associate Professor R Robson {Chair)
Dr R Acland

Professor N Anderson

Dr R DeBoyer

Dr M Harrison-Woolrych

Dr A Macleod

Dbr D Pethica

Ms A Kerridge (Secretary)

Sativex oral spray (TT50-8053)
G W Pharma Limited {trading as G-Pharm Limited})

A new medicine applicalion was submilted by G W Pharma Limited for S oral
spray to the New Zealand Medicines and Medical Devices Safety Aulhe

on 7 January 2008, initially under section 23 (provismnal conse B\) 1 nes
Act 1981,

The proposed indicalions for Sativex (cannabu
le!rahydrocannablnol and 25 mg/ml caﬂnabld

spasticily in multlple sclerosis, the rellef of 1
the refief of pain in cancer, Sa!wex as

s 7 m Lm iia 9-
53 \\'ére fo elef \éf
n m ( Q;Jsas and

containing

2kt for fur h was sent lo the applicant
company on 8 is'req d to the administralive seclion of
the ap;:whcah H l f{i’jé t(\r quest was received on 5 May 2008,
There w re i irt relailon to the administrative, chemical

atdatiop, of 2h§§ &I data, by lwo members of the Commiliee H
ssea al (he

ccommenced on 10 January 2008 and was discu

the aclive components tetrahydro $ cannTm i
Initial evaluation of the admi | t&n mucaLa Q1 ceutical data commenced
on 20 February 200 T‘T\g U\K i©

em cluded that there was msuiftmen! dala lo recommend approval for
e\at time, The Commiltee requesied the following further information in
!he clinical dala:

ore robust evidence of efficacy in spasticity and cancer pain

data on the neuropsychiatric profile and cognitive function.

A response was received from the applicant company on 5 May 2008. The response
contained very lille informalion in support of twe of the proposed Indications, the relief

of neuropathic pain in multiple sclerosis and the relief of pain in cancer, The response
was evaluated by The reports from |G
an were discussed al the 86" Commitiee meeting on 28 and 30
July 2008, Following discussion at the 86" meeting lhe Commiltee were unable to
recommend approval at that time due to insufficient data. The Commitlee again
requested further information:

+ data from the ongoing studies inlo patienis wilh multiple sclerosis and spasticity,

when available
« a full kanscript of report (who assessed whether an

occurrence of adverse events predicted efficacy in three phase IIl studies of
Safivex in people with mulliple sclerosis and spasticily).

A response was received from the applicant company on 1 December 2008.
Additional dala was also received on 27 May 2009. Due 1o the change in Commitlee
procedures at the time, this data did not go directly back to the Commitiee for
consideration. Ralher, ihe primary and secondary evaluziors [N =nd

assessed the further data and made their recommendations

N



directly to Medsafe. || 2~ <v=!-2tcd the additional data
seni on 1 December 2008 and 27 May 200¢ and produced two clinical assessment
reports.

The peer review of these two clinical assessment reports concluded the following:

» the refief of spasiicity in multiple sclerosis may be approvable under section 23,
however, due to conflicting conclusions from the two assessors it was
recommended that the application should be referred back to the Committee

» due to the lack of data, the risk-benefit balance was unclear and the Indlcations
of the relief of neurcpathic pain in multiple sclerosis and refief of paln in cancer
cannot be recemmended for consent,

Following this peer review, Medsafe concluded that the recommendation to grant
consent {o distribule Salivex could not be made because of the absence of conclusive
data on the efficacy of the product,

The application was therefore referrad to the Minister of Health o erazoog
Having reviewed the information supplied in the initial applxca :o e fur h
responses, the Minister of Health was not satisfled that nt Id oe gr it

the distribution of the product and -referred the appl 1 % e Com ittex k]p
December 2009 the applicant company was ad 4se ferral o-tf % tee,
Sativex was added to the agenda of l h ing of lll held on 17
March 2010. However, wo da s me h pphcant company
requested that the item be deferfe at meeh g a ested a leleconference
wilh Medsafe, &

as lo wheth fui c echon 23 (provisional consent} approval
was b/g iﬁ }%ﬁ c mpany also advised lhal European approval
{a/g ted nven ng weaeks for one indication, the rellef of spasticity in
erosis I ro ean evaluator had reviewed new dlinical dala and

ded h| ppo the single indication. The other indications were not

The teleconfere n 18 \20 he applicant company requested
clarity of where S" a in ihe pp ccess because there was uncertainty
ant-

gf ut
rullip
S
ﬁprov d \yﬁs a Iack of efficacy data.
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he Committee would be asked to conslder section 20 approval, for the Indication
or the rellef of spasticity in multiple sclerosis, as the first option

« the Committee would be asked lo consider whether section 23 approval could be
granted for all indications pending further clinical trial data, as the second option
+ additional data would be acceptled and provided lo the Commillee in the form of
the European evaluation reporis,

(& co ibns from the teleconference were are follows:

Medsafe evaluated the additional data that was received from the applicant cornpany
on 11 May 2010 and 20 May 2010,

The evalualor stated that a positive risk-benafit could be concluded In mwltiple
sclerosis patients for a symptomatic indication. The indication statement approved by
the Medicines and Healthcare producis Regulatory Agency in the United Kingdom,
and agreed by the applicant company, is as follows: “Sativex is indicated as add-on
treatment for symplom improvemant in patienis with moderate fo severe spasiicity
due to multiple sclerosis who have not responded adequalely {0 other anti-spasticity
medication and who demonstrate clinically significant improvement in spasticity
related symptoms during an initial trial of therapy”. The applicant company would
need to commit to adopling the wording from the United Kingdom product Fcense and
summary of produci characteristics into the New Zealand data sheel, and o provide
and implement a risk management plan for post-market monitoring.

The Commiltee considered the following documentation;



Referral memo to the Depuly Director-General — 1 December 2008,
Referral lelter to the company — 7 December 2008.
Medsafe internal memo from the evaluator — 27 October 2008.
Quality Review ~ 18 November 2009,
Evalualion Reporl — 27 May 2008,
MAAC Report — 28 July 200
MAAC Report en Preclinical and Clinical Data
MAAC Report on Preclinical and Clinical Dat
MAAC Report on Preclinical and Clinical Dala
MAAC Report on Preclinical and Clinical Dala
MAAC Report on Preclinical and Clinical Data
MAAC Report on Preclinical and Clinical Data
. Medical Advisor's Repart — Oclober 2008
Request for withdrawal from MAAC agenda - & March 2010.
Application deferred to the next meeting -~ 8 March 2010.

New Drugs Online Report — § April 2010.
G W Pharma regulalory update — 6 April 2010.

Minutes of the teleconference held on 15 April 2010.

Email following the ieleconference — 11 May 201 0

United Kingdom email correspendence — 5 May

Decenlralised procedure — RMS day 180 dra orl ni
the response} — 20 Aprit 2010.

Decentralised procedure — RMS da /1«36\1 sess%e\ new and

list of questions) ~ 20 April 2010
Update from the United Ktngd ecentr lis ure — 26 May 2010.

Decentralised procedure~== 10 final assks reporl {overview) ~ 18
April 2010. {h \1
Reference m ay 210 @ QX ure — 17 May 2010,

Medsafe | ¥ European Union decentralised
proced
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10, fur tat:on was received from lhe applicant company:
Ev e of the llC\EnSe from the Medicines and Healthcare producls
efuia

tory ency e ficense is valid from 16 June 2010 and expires on 16
@ May 2 'I is indicaied as add-on lrealment for symplom impravement in

oderale to severe spasiicily due to muttiple scleresis who have not
n ed adequalely to other anti-spasliclly medication and who demonslrate
hn aify significant improvement in spaslicity related symptoms during an initial

r[a of therapy.
Summary of product characieristics for Sativex.

The Sciip arlicles presenled to the Commitiee were:

« UK and Spanish approvals expected soon for Sativex in MS spasticily (20 May
2010)

GW ang Qtsuka to take Salivex to Phase 1l for cancer pain (25 March 2010}

EU approvals of GW's cannabinoid Salivex on track (18 March 2040).

GW Pharmaceuticals {o file Sativex in Europe for spasticily in MS (13 March 2008)
Sativex disappoinis in multiple sclerosis pain trial (16 April 2008).

Following summaries of the application from botH R =~ NENNGGEGGGS

the Committee made the following comments:

L] L ) -

a. Alot of effort from the Committee had gone into assessing the application, from
lhe individual evaluations and assessmenis o discussions =2t 8 number of
Commitlee meetings.

b. Although three indications were proposed in the original application (the relief of
spaslicity in mulliple sclerosis, the relief of neuropathic pain in mulliple sclerosis
and the relief of pain in cancer), only one (lhe relief of spasticity in multiple
sclerosis) had supporling datz provided at this time. For example, only



GWSPQ702 (a placebo-controlled, parallel group, randomised withdrawal study
in subjecls with spasticity due to mulliple sclerosis who ars receiving long-term
Sativex) had provided evidence of efficacy,

c. All three Indications have heen conditionally approved In Canada. Sativex was
approved in Canada for the rellef of neuropathic pain in multiple scleresis in April
2005 and for the relief of advanced cancer in August 2007,

d. The Numeric Raling Scale used in the clinical irals was considered by the
Committee. Most members felt the seale was a goad method for getting evidence
from patients and were cornfortable witllh the 2ccuracy of the evidence provided,
Theheport had siated the Scale was not subjective.

e. One member commented that the benefit of Sativex seemed lower compared to
fts safety risk proflle. There is also the pcten,sal for psychiatric |ss s or the

potential o aggravate pre-existing psychialric issuves such as ma

However, contraindications are included in the datasheetl @lh ues
f.  Thereis polential for abuse of Sativex as a cannabm v r, & dose f

as an oral mucosal spray is not typical forabuse e ropose n 1 ail

were such that widespread off-label use '.;,oul espe t e

controls under the Misuse of Drugs Acl 1

Sativex for lhe Indication of re/\e tmily osls in fine with the
United Kingdom. How wa Wt -uon 20 h@re needed fo be a robust
risk management p

¢. Commillee members considere ’\h a hiow g \e de te {o approve
B.Seler

The Committe p Medsa I corclusion and concluded that Sativex
should be r"b J for a e seclion 20 for the indication of the relief
of spg’ls' i es e |m’far condliions as ihe United Kingdom, i.e. as

-\/Sdg;rlﬁenl tmprovement in patients with moderate to severe
sp\a\st; L.dle to muit re is who have not responded adequately lo other anti-

Spe icity me sora 'ho demonsirale chmcelly significani improvement in
@ pasticl lt-j )ﬁpmms during an inilial trial of therapy. The Commitlee noled
tha {h © be a robusl risk management plzn approved by Medsafe before

Q)ga o Jﬁe application was finalised.

Commll!ee therefore recommended thal the Minisler of Health should gran
consent to the distribution of the medicine Sativex for the refief of spasticity in multiple
sclerosis under sectlon 20 of the Medicines Act 1981, Also that the Minister of Health
should refuse to grant censent lo the distribution of the medicine Sativex for the relief
of neuropethic pain in mulliple sclerosis and the retief of pain in cancer.

Committee recommendations

That the Minister of Health should grant consent to the distribution of the
medicine Sativex oral spray for the relief of spasticity in muliiple sclerosis
under section 20 of the Medicines Act 1981,

Consent is recommended to be granted for the indication of the relief of
spasticity in muitiple sclerosis as an add-on treatment for symptom
improvement in patients with moderate to severe spasticity due to multiple
sclerosis who have not responded adequately to other anti-spasticity
nedication and who demonstrate clinically significant improvement in
spasticity related symptems during an initial trial of therapy. Medsefe should
be satisfied with a risi management plan before recommending final approval
to the Minister.



That the Minister of Health should refuse to grant congent to the distribution of
the medicine Sativex oral spray for the relief of neurcpathic pain in multiple
sclerosis and the relief of pain in cancer.
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