MEDICINES ASSESSMENT ADVISORY COMMITTEE (MAAC)
REPORT ON THE EVALUATION OF THE PRECLINICAL AND CLINICAL DATA
OF A NEW MEDICINE APPLICATION

COMPQOUND: Cannabis extracts (A-9-tetrahydrocannabinel {THC) and
cannabidiol (CBD)
PRODUCT: Sativex
MEDSAFE FILE No.: TT30-8053 @
FORMULATION: Buecal spray @
STRENGTH: 27 mg/ml THC and @
PROPOSED INDICATIONS: Relief of ney @ a3t in 1 0SS
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col dcn(ﬁ%} Winedicine application for Sativex on 18" March 2008,
ywoval under Section 23, The Commiitee found ihere were

hC\w vas SF&\“&“
iny u i(dam% Bomn d approval. The following information was requested:

?. % \u d more robust evidence of efficacy in spasticity and cancer pain

@ 111\1 or information on the neuropsychiatric profile and cognitive function
I

te application was reconsidercd on 29 July 2008. In Lheir response the company addressed
the following issues

1. Maintenance of blinding, They cited an independent statistician’s || | | N EREEGEG_GNG)
report, which found no evidence that blinding was serjously compromised. The
statistician’s report was not included with the resubmission.

|2

Validity of the Numeric Rating Scale (NRS) in the assessment of spasticity. The
company's response made valid points about the drawbacks of the “traditional” Ashworth
Scale. Hoswever, in  trial in which the subjects may have been unintestionally unblinded
by adverse events, a more objective endpoint may have been more helpful.

3. The clinical relevance of the freatment effeet in spasticity



The Committee did not recommend approval due to insufficient data and requested the
Tollowing information:

1. Data from the ongoing studies. The company have given an undertaking they will provide
data from ongoing studies as it becomes available, but stress that they are seeking
approval under Section 23 and they believe further data is not required for Section 23
approval.

2. A fuli transeript o[ GG o

CURRENT SUBMISSION
The Director of Regulatory AfTairs for GW Pharmaceuticals deals with sevena] issues:

Scetion 23. GW Pharma is secking approval under Seclion 23. The cay A gag that «
standards being applied 1o the assessment of this application are thes f%%
i

be apy
fo a full application in a condition where there is no unret mee ricdication ‘@
submission states that the original application was made b% I P 1:11 ‘\QN n" ade
d RN

aware by Mcdsafe that there was a particular need for-a uch '1 ew

Zeatand. It says that an initiative had been taken P e acilitale lu, supply of
Sativex under Section 29, s %&

The company believes there i Cnfelicnl 10, %\E"‘m’c\ The company provides
& supporting letier fr \:Eedm \ [ the Hibiscus Coast Hospice,

Whangaparaca. i 128 gest s ;5 ¢ indication of relicf of pain in
écz/ fm{p t@o)

cancer. Thereis i seco
Connnents. { syl mrqs_mn It is truc that adequate freatment of eancer pain is
difﬁ%;!f)i)m\) e many o Lyt wizthods of (reatment that can be used. In the original
thtre wa d ' Q w\. maolled randomised (rial of Sativex in patients with cancer
}Eg?i\ﬁ‘h(i: Wi gnsxcalfy significant benefil o Sativex over placebo for the primary
7%pnm % cme). There was no dilterence between groups in the reduction of the
neal ~n’\ 6)\@ ¥s that escape medication was used or the mean dose of escape
u"'t i3% of the patients on Sativex achieved a clinically relevant (30% improvement
i \p’i% 5. 21% of paticnls on placebo {odds ratio 2.81; 95% C1 1.22-6.5). (2 | I
01- submission.. is a stroke epidemiologist. His commenis endorsing
ativex would have been made from his review of the lrial data, rather than from the
perspective of clinical practice.

Error in my report. In the stinmary section of my initial assessment (1p.9) [incorrectly stated
that the “interpretation of trial GWMSC107 was complicated by a farge difference in the
frequency of use of rescue medication in the Lwo groups and the inclusion of patients with
other causes of central neuropathic pain”. The letter from GW Pharma correetly points out
that thesc comments related to another study (GWPS0103), not GWMS0107 (see p.6-7).

Comment. This crvor in my summary does nol alter the overall conclusion that for
neuropathic pain in MS, ane of three randomised placebo-controlled trials showed a
stafisticaliy significant benefit in short term pain relief compared with placebo and the other
(wo {rials showed a non-significant trend towards benefii from Sativex.



Unblinding, There was concern that the high frequency of advesse events amongst subjects
randomised to Sativex could have unblinded patients in the randomised placebo-controlled
trials. In response, GW Pharma states it would be an especially high hurdle if the applicant
was required to prove that an event was not possible, GW Pharma points out tha (NN
I o1t was supplied with the initial documentation, However, it was not re-sent
with {hie resubmission and the reviewers did not see it on that occasion, The report has been
resubmitted with this application. There were two authors: [ NN, Principal Statistician,
GW Pharma Ltd. and [l Professor of Statistics in Medicine. The report
concluded there was no statistical evidence of a relationship between efficacy and experience
of one or more of three selected adverse events (dizziness, headache and somnolence). This
suggested that even if subjects who experienced one or more of these adverse events were
able to determine which treatment they were on, it did not lead to bias in the asscssmcn{ of

efficacy. They found no evidence that the change from baseline in spasncuv ffccted by
prior use of cannabis. Even if prior cannabis users were able to distmguia\ Mlhe «
wWa 1

{reatnrents, this did not lead to bias in the assessment of efficacy. T idence(that
from ’

prior camﬂbss users were able to idemify which treatment the %
1

experiencing an adverse event. The dose of the study dm Vffer bet HEATPrio
cannabis users and cannabis naive subjects, which 31 se of ch salfon did
not affect study drug dosing patterns and thus t er 5> den mg. [ and
T oint out that in GWMS0001 subjec 5@011 me 15 of five
symptoms (pain, spasticity, spasm, tr em(@ 1}1 spashcﬂy was the only
symptom for which Sativex showe deng ff Cts were not blinded to
study {reatment, it is unciear w now]eda m ) L shcu]c! result in bias for only
one of these symptoms. o\z sho o ;howe\'e] that there was a trend in
favawr of Sativex fo flerences with placebo were not
significant, ] mlc was no evidence that blinding was
seuousiy -ms and that if any subJecis were unb[mdec! thcx e was
no cv

oa :f] Jcac‘.} @\'enls, or study drug dosing.
v\

(.1 ie R'Etmcr Seale (NRS) in the assessment of spasticity.
@\ Ihe first resubmission. The points made about the drawbacks of' the
1Y
fle

hwonh Scale were valid, but in (rials in which {he subjects may be
ntionally unblinded by adverse events, an objective endpoint may have been more

C! pful. GW Phamma argue there was ne evidence unblinding affected the outcome (see

above), it is “no Jonger scientifically tenable position to argue (hat the NRS is unsuitable™. In

the current submission, GW Pharma submit a paper (which has been aceepted for publication

in Neuro-rehabilitation), which has validated (he use of the NRS in patients with spasticily

due to MS. Another paper on the reliability of Ashworth scales in children with spastic

cerebral palsy concluded these scales were unreliabie.

Clinieal relevance of the treatment effect. GW Pharma argue that the results of the
completed studies have demonstrated “highly promising efficacy™ in patients without
allernative treatments available and therefore, should be approved under Section 23. The
results from further trials are not yet available,

Neuropathic Pain in Multiple Sclerosis. The results of three randomised, placebo-controlled
trials were originally presented in support of this indication. In one study (GWMS0107) there
was a statistically significant benefit in pain relief compared with placebo and in the other two
trials there was a non-significant trend towards benefit from Sativex.



I the first resubmission GW Pharma submitted a neurophysiological study of the RIN flexion
reflex in a double-blind randomised cross-over study of Sativex vs. placebo in 18 patients
with M8, It has been postulated that this reflex is a surrogate measure of the efficacy of
treatment. GW Pharma argue that the findings of this study strongly support approval of
Sativex for the freatment of neuropathic pain in patients with MS. They cite the European
Federation of Neurological Societies’ Guidelines for the Assessment of Neuropathic Pain,
which state the “nociceptive reflex that is most used and appears to be most reliable in
assessing {realment efficacy is the R1I1 flexion reflex”. {Comment, Improvement in a
surrogate measure does not necessarily transtate into clinical efficacy.]

the indication of neuropathic pain in MS, The Clinical Study Report has noidegh, writien, but

GWMS0501. GW Pharma has submitted the results of a new study of Sativex i support of
the results are provided. @

added to existing treatment, in the 1e]1ef of central neuro in subJeets\

This was a double blind randomised, placebo-~controlled, pam& 1Y of Sat \\)@
Subjects were randomised to receive Sativex or pla §er;-ks; \‘fi
gn apivhum of 24

insiructed to titrate the dose according lo ef! ﬁc*z ility

doses per day. After the study had started igv '1 thatt osipg-sefieduie might
discriminate against Salivex, because th g |>atxen \’\SG}L\ ing dbout lwice as many -
doses, The protocol was amende v emau L‘\o 18 12 doscs perday. The
primary efficacy measure w; i (0-1M. 1 vcne randomised Lo Salivex and
172 to placebo, Thepu zu, e amlyws u.l hat the proportion of 30% responders
was 50% in the Salj :re\ S‘V ebo group {p = 0.2¢ 1) The adjusted mean
change in the MRS p IN ré was <I he‘ wlivex group vs. 1,76 in lhe placebo group (p =
047) W cn Ptk 11\}65301}% 000 pmcd at similur doses, the results were significantly
in fay =‘wc.x ex ept '\t\a\. F12 per day. A disproportionaic mmmber of placebo

\/0905

ol q,e
\ﬁu st ollowed by a 12-weck open label reatment phase in which patients were
then 4@?{\ L{'se either to continue Sativex or placebo. 53 patients took part in the open label
'ai nd 42 were randomised to the withdrawal phase, 21 to Sativex and 21 to placebo.
\%\vgis deterioration in the p'nn score in Lhe placebo group (baseline 3.75, end of study
@5‘1 and a slight improvement in the Sativex group (baseline 3.83 vs. end of study 3.72) (p =
.028). The majority of the deterioration in the NRS pain score oceurred in the first week
afler randomisation.

GW Pharma argue that {he neurophysiological study and the significant resulf from the
randomised withdrawal study are sufficient Lo satisly the requirements for Section 23
approval,

GW Pharma also submitted a Cochrane review of anti-spasticity agents for MS and a
systematic review of treatment for spasticity and pain in MS

SUMMNARY
Neuropathic Pain in Multiple Selerosis. The original submission incladed three randomised,

placebo-controtled (rials in support of Lhis indication, [n one study (GWMS0107) there was a
statistically significant benefit in pain relief compared with placebo and in the other two trials



there was a non-significant trend towards benefit from Sativex. The current submission
includes the results of a new randomised, placebo-controlled trial, There was no significant
difference between Sativex and placebo in the primary efficacy variable. GW Phanna
attributed the negative finding to a defect in the trial design and an vnexpectedly high placebo
response. A randomised withdrawal study showed a statistically significant benefit for
Sativex.. In a previous submission the results of a study using a neurophysiological test as a
surrogate measure of efficacy were presented. There wag a significant benefit from Sativex in
this study.

Relief of pain in cancer

No new data has been presented to support this indication. One controlled randomised trial of
Sativex in patlents with cancer pain showed a statistically significant benefit of Sativex over
placebo for the primary endpoint (NRS pain score). Further evidence of eff] @

needed
for full approval for this indication and T doubt if (he unmet need is great-en ewarrant «
Section 23 approval. %

Relief of spasticity in multiple selerosis
No new data is presented in support of this Endicatiok{ i al sy 6 i
exX

(GWMS0001) showed a non-significant trend (owii
pivotal Phase I placebo-controlied (rials, 1
for Sativex over placebo (p = 0.048) anc g
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studies were pooled, there was ani bene X over placebo.
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The only new ia ed wi ﬂ n s fon was a randomised placebo-conirolled lrial
in ]Jahem tl I\ nemG\Q but there was no significant diffcrence between
Sa[w (1) taf, 0. leter \ 1he LfﬁCdCy of Sativex, the resulis of further on-going
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