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:I/ﬂ support of the indication of relief of spasticity in multiple sclerosis.
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"he original submission included the results of three randomised, placebo-controlled
tna]s in support of this indication. In GWMS0001 there was a non-significant trend
towards benelit from Sativex {p = 0.062), but in the 39 patients in whom spasticily was
the primary symptom, the resutlts were highly statistically significantly in favour of
Sativex {p = 0.001). There were two pivotal Phase 1]l placebo-controlled (rials. In one
(GWMS0106) there was a marginally significant benefit for Sativex over placebo (p =
0.048), but there was no statistically significant difference between Sativex and placebo
in the second pivotal rial. When the resulis for the infention-to-ireat populations of the
three Phase 111 {rials (GWMS0001, GWMS0106 and GWCL.0403) were pooled (666
patients), the difference between Sativex and placebo in the Numeric Rating Scale (NRS)
at the study end was —-0.32, 95% C1-0.61, -0.04, p = 0.027. The proporiion of 30%
responders at the study end was 37% for Sativex and 26% for placebo; OR 1.62; 93% CI
1.15, 2,28, p = 0.0073.
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The study reports of two recently completed studies are provided in the current
submission.

GWSP0604.

This was a two-phase, Phase 3 study of the safety and efficacy of Sativex in the reliefl of
spasticity in subjects with MS and moderate or severe spasticity (NRS = 4) not
adequately relieved by current treatment. The maximal dose was 12 actuations per 24
hours. The study was designed (o identify those subjects who responded to Sativex and
then randomise these subjects 1o active diug or placebo in a parallel group design. The

first phase (Phase A) was a single-blind, 4-week treatiment period. Subjecis W d
20% reduction in the mean 0-10 point NRS spasticity score between SCICC] he 4-
week endpoint were eligible for Phase B. Subjects did not know lh was

happening, or that there might be a change in treatment at tln as ’ was cl ;>

week double blind, randomised, placebo-controlled, paxal] u\ Thel ma
elficacy endpoint was the change in the mean NRS sc 1% seline 10 tifacay E
1( -3

treatment. Secondary endpoints in Phase B inclu 50%

responders. Q

572 subjects entered Phase A, f i ese 24 | Wweré rand » hase B, 124 in the
r %)

Sativex group and 117 in lh 10 he o subjecis were not
eligible to enter Phase B subje a hw\fe the 20% level of

improvenient in spastid¢yca i\a{é]c clas d o’\a, ponders. One-half of the non-
responders achjgve \5 vcl of inlpfy ,\;} 'in spasticity. Other reasons for not
oA 0

cnteunﬂ Ph ac!vcvs@ 3 , withdrawal of consent (2%) and lack of
b Ehe d?/s%mc w reduction in the NRS score for Sativex was 0.04 points,
e

@paled il of 0.81 points for placebo; adjusted mean dilference -0.84
points \) 9 {0 -0.40} in Tavour af Sativex, p = 0.6002. 92 subjcets (74%) in

3 ] ewecl Sativex were 30% res Jonde:s comparcd with 60 subjects (51%) on
? ds ratio 2.73 (95% CI: 1.59, 4.69; p = 0.0003). 56 subjects (45%) who
Eceived Sativex were 50% responders compared with 39 subjects (33%) on placebo;
odds ratio 1.65 (95% Cl: 0.98, 2.78; p = 0.061). Several other secondary endpoints
showed a significant difference in favour of Sativex, but the treatment differences for the
Modified Ashworth Scale (p = 0.094), the timed 10-metre walk (p = 0.069) and the Carer
Global Impression of Change (CGIC) for ease of transfer (p = 0.061) showed non-
significant trends in favour of Sativex. The adjusted mean change from baseline in the 10
melre walk test showed a decrease of 0.13s [ron a mean baseline ol 24.5s in the Sativex
group compared 1o an increase of 3.22s from a baseline of 25.3s [or placebo. The
estimated treatment difference of an improvement in the {0 metre walk was 3.34s (95%
ClL: -6.95, 0.26) in favour of Sativex (p = 0.069).




The most prevalent treatment-emergent adverse events (AEs) in Phase A were dizziness
(149%), fatigue (5.9%), somnoience (5.1%), dry mouth, (4.2%), nausea (4.0%) and vertigo
(3.7%). 20 subjects (3.5%) experiencing severe adverse events (SAEs). One subject
experienced a treatment-related SAE (muscular weakness, lethargy, mood altered and
somnolence). The most prevalent (reatiment-emergent AEs for Sativex in Phase B were
vertigo (6%), dry mouth (3%), somnolence (3%) and euphoric mood (3%). Most of the
AEs were mild 10 noderate in severity, but there were twice as many SAEs in the Sativex
group (5.6%) compared with the placebo group (2.6%). One subject, in the Sativex
group, experienced a treatment-related SAE (suicidal ideation). There were two deaths,
both in the Sativex group (urosepsis and bronchopneumonia}, but neither eveptyvas
considered 1o be treatment-related. Nine subjects (7%), all in the Salwex gr (A\ topped
study medication due to AEs. There were no differences in chanucs x o{% eu E!
groups, as assessed by the Beck Depression Inventory-11. No dlff Nces\y sticida

ideation were seen belween Sativex and placebo. é@ @ K%

Comment on GIWSPO604. This study wa g% salhat ﬂAle 54 fho showed
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SP0O702
@?wa 3- (o -wcck baseline, 4-week randomised treatment period), placebo-

co tf \lg;u 11]3] group, randomised withdrawal study to evaluale the maintenance of
a vex in patients who had been receiving long term benefit from Sativex. At

ere randomised to receive either Sativex or placebo. The primary endpoint was the time

©§ d of the baseline period, subjects stopped open label (reatment with Sativex and

1o treatment failure in the randomised withdrawal period. Treatment [ailure was defined
as cessation of trealment, worsening spasticity (2 20% increase in NRS), or an increase in
anti-spasticity medication or disease modifying treatment. Originally it was planned to
recruil 60 subjects, but because of difficully recruiting this number, the study was closed
after 36 subjects had been recruited,

36 subjeets entered the randomised withdrawal phase with 18 in each treatment group. At
the end of the 4-week randomised withdrawal phase, 17 subjects {94%) rom the placebo
group failed treatment {worsening of NRS in 11 and cessation of study medication in 6)
campared with § subjects (449%) in the Sativex group (all duc to worsening ol NRS). The
dilference in time to treatment failure between the two groups was slatistically signilicant
in favour of Sativex {OR = 0.333, 90% CI: 0.162, 0.691; p = 0.013). For the Sativex
group, the adjusted mean spasticity NRS increased (deteriorated) 1,00 point from a
baseline of 3.60 points, compared with an increase of 1.2] points {rom a baseline of 4.13



peints for placebo; treatment difference -0.21 points (90% CI: -1.22, 0.79 points) in
favour of Sativex (p = 0.720). For the Sativex group, the adjusted mean change in the
Modified Ashworth Scale was 1.11 points (baseline 23.2 points) compared with a change
of 1.64 points for the placebo group (mean baseline score 23.0 points). The estimated
treatment difference of 0.53 points (90% CI: -4.68, 5.74 points) in favour of the placebo
group was not statistically significant (p = 0.862). (Note that this analysis included only 8
subjects in the placebo arm compared with 17 in the Sativex arm, because a number of
the subjects who withdrew early from the study restarted their own Sativex before the
assessment was done). The difference between Sativex and placebo was significant for
the SGIC {p =0.017) and the CGIC (l"unclional ability) (p = 0.001}. Subjcets, were
receiving Sativex, experienced a deterioration in the adjusted mean walk ‘um £

46
seconds (baseline 40.1 seconds) compalcd with a deterioration of 5. A?Q&e a elme «
24.1 seconds) for subjecis recetving placebo; estimated ueatmem Fleves gg‘ 1778 sc
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I New data in support of the indication of relief of neuropathic pain in MS
Background.

Originally the resulis of 3 randomised, placebo-controlled trials were presented in support
of this indication. In one of these studies (GWMS0107) there was a statistically
significant benefit in short-term pain relief compared with placebo, but in the other two
trials (GWMS0001 and GWMSQ103) there was only a non-significant trend towards
benefit from Sativex. A summary of the results of a new study GWMS0501 was provided
with an earlier submission. The full study report has been provided with this submission.

GWMS0501

This was a double-blind, randomised, placebo-controlled, parallel group study of Sativex
when added to existing treatment, in the relief of central neuropathic pain in subjects with
MS. Subjects were randomised Lo receive Sativex or placebo for 14 weeks. Subjects were



instructed 10 titrate the dose according to efficacy and tolerability up to a maximum of 24
does per day. Afier the study had been started it was decided this dosing schedule might
discriminate against Sativex, because the placebo patients were using about twice as
many doses, The primary efficacy measure was the proportion of subjects showing an
improvement of 2 30% in their mean pain NRS score fiom baseline to the primary
endpoint. 167 subjects were randomised 1o Sativex and 172 to placebo. The proportion of
30% responders was 50% in the Sativex group vs. 45% in the placebo group (pp = 0.24),
The adjusted mean change in the NRS pain score was 1.93 in the Sativex group vs. 1.76
in the placebo group (p = 0.47). When patient responses were compared at similar doses,
the results were significantly in favour of Sativex except at doses > 12 per day-

disproportionate number of placebo patients responded at high doses. %@ «

Treatment-emergent (all-causality) AEs were reported by 120 g bj ‘l (R2%o)Tecet
Sativex and 106 subjects (62%) receiving placebo TIC’IU& <Blijed MEs wey :ep&{Q

in 99 subjects (59%) in the Sativex group and in 68 (40 _](..Llh in 1]

group. In the double-blind phase, the most comng\ﬁc cau 3l- chAEq
were dizziness (34 subjects [20%] in the Saijvex\ag '} subj ulhl the placebo
arm}, somnolence (16 subjects [10%)] S'm E\ %] p ac\ hg \1 che (7 subjects
[4%] Sativex vs. 0 [3%] placebo), naus

U ject /o t e vs.7 [4%4] placebo),
dry mouth (12 subjects [?%} S@vs 6% 'an 1oea (7 subjects [4%]

Sativex vs. 5 [3%] placeb IO‘V [5%] placebo) and vertigo
(15 [9%] Sativex vs, 0) !n i ic chsox ders, the most commonly
reporied treatment; %‘:1 n’e’v"'( 5y %e% on Sativex were anxiety and
disorientatieriyta E} n%@ -'In the double-blind phase 16 subjecis
L\[)Lilbn({i ight (5\)%‘,2 1 Arm of the study.

n\ﬁnpleuo Ql\ s first pdrl of this study, French and Czech subjects could choose

<“ Mefa 14 w {(\‘pgye thel treatment period, followed by a 4-week randomised-
ithdray c I*p ligible subjecls were randomised to receive either Sativex or placebo

'(It g L \d manner for up 10 28 days. 33 subjects took part in the open label
ifo 1 11 nd 42 were randomised 1o the withdrawal phase: 21 (o Sativex and 21 to
d

0. There was deterioration in the pain score in the placebo group (baseline 3.75,
of study 4.51) and a slight improvement in the Sativex group (baseline 3.83 vs. end
ofsluc!y 3.72) (p = 0.028).

Comment on GWAS0501. This new study does not provide much support for this
indication, because there was no significant difference between Sativex and placebo for
the primary efficacy endpoint and the secondary endpoints.

Overall Summary.

Overall, there is some evidence thal Sativex improves spasticity in a subset ol patiems
with M8, but of the two pivotal Phase 111 placcbo-controlled trials, one showed a
marginally significant benefit for Sativex over placebo (p = 0.048) and in the other there
was no statisticatly significant difference between Sativex and placebo. When the results
for the intention-lo-treat populations of the three Phase 111 trials (GWMS0001,
GWMS0106 and GWCL0403) were pooled, the difference between Sativex and placebo



in the NRS at the study end was -0.32, 95% CI -0.61, -0.04, p = 0.027. The proportion of
30% responders at the study end was 37% for Sativex and 26% for placebo; OR 1.62;
95% CI 1.15, 2.28, p = 0.0073, The two new studies are randomised withdrawal studies
in subjects who had already shown a beneficial response to Sativex provide some further
support for this indication, but there is insufficient evidence to recommend approval. GW
Pharma is secking approval under Sectian 23, but it is not clear if there is sufficient
unmet need for approval under Section 23.

The new study presented in support of the indication of neuropathic pain in MS docs not
provide much support for this indication. There is insulficient evidence to 1eco mmend

approval for this indication,
No new data has been presented 1o support the third 1Lquesled mch 13[' of, J u
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