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KEY POINTS RESULTS SAVANT: Spasm count treatment effect by concomitant medication use

Favors % Difference NBX vs. PBO
placebo NBX-PBO (95% CI) P value

Placebo Nabiximols Favors
() () nabiximols

= In people with multiple sclerosis (PwMS) who showed inadequate response with GWSP0604: Spasticity NRS treatment effect by concomitant medication use

optimized anti-spasticity medications (ASMs) because of either insufficient

Overall 46 50 : -34 (—49, -14) 0.0025
therapeutic effect or poor tolerability, nabiximols showed significant treatment ey ol paccbs differonce  s%0) - pvaue AT ; Pvalie.
effect on Overall 110 107 —o—i | -0.89 (-1.35, -0.44) | ?.ooot_l Yes 40 42 -30 (48, -7) 04412

. . . a ! nteraction No? 6 8 I -48 -74, 4 '
— Spasticity numeric rating scale (NRS) score, regardless of use of Number of current ASMs | P value ° e a4
- 0 29 38 —— | -1.01 -1.83,-0.18 !
concomitant ASMs, such as baclofen 1+ 81 69 - ~0.85 2-1.40, —0.303 07600 | | i | |
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G|Ven the h|gh rate Of ASM USG, th|S pOSt hOC anaIyS|S ShOWS hOW nab|X|mO|S 1 48 55 ® : -1.32 (-1.96, —0.68) 0.1241 aParticipants not currently taking oral baclofen were still on at least 1 of the other oral anti-spasticity medications that qualified as optimized therapy.
. . . . ! NBX, nabiximols; PBO, placebo.
may affect treatment outcomes with concomitant medication use. 2+ 46 35 —e | -0.34 (-1.07, -0.39) ’
- . . . Baclofen use i Key Safety data
= Nabiximols was generally well tolerated in both studies. Ves 0 . i “0.99 803
— Dizziness was the most common adverse event (AE) No 40 50 I—Q—i -0.75 (-1.46, -0.04) ' = Between both studies, 24%—-47% of participants reported an AE; dizziness (2%—14%), fatigue
| (2%—-6%), and somnolence (2%-5%) were the most commonly reported AEs in Part A.
INTRODUCTION ~3.0 1.0 10 3.0 — Arange of 3%—-6% of participants withdrew due to an AE
LS mean difference (95% Cl) = Fewer than 2% of participants experienced a serious AE.
m Commomy used first-line pharmaco|ogica| treatments for MS Spasticity’ inc|uding bac|0fen’ aBaclofen, tizanidine, and dantrolene only. PBaclofen, tizanidine, dantrolene, benzodiazepines, muscle relaxants, botulinum, gabapentin, and pregabalin.

ASM, anti-spasticity medication; NBX, nabiximols; NRS, numeric rating scale; PBO, placebo.

tizanidine, and gabapentin, often provide inadequate symptom relief. - . — METHODS (access via QR code)
= Nabiximols, a complex botanical mixture of tetrahydrocannabinol, cannabidiol, and other SAVANT: Spasticity NRS treatment effect by concomitant medication use
with MS in the United States Placebo Nabiximols Favors Favors LS mean NBX vs. PBO Two studies with enriched deSIQnS
) (@) (n) nabiximols placebo difference (95% CI) P value
— Efficacy of nabiximols in PwWMS with inadequately managed spasticity has been evaluated in 4 Overall 43 46 et | -1.90 (-2.74,-1.06)  <0.0001 GWSP0604: Randomized withdrawal
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(n=117) (n=124) (n=53) (n=53) GWSP0604: Spasm count treatment effect by concomitant medication use @ (5 L) <, s @
Female sex, n (%) 73 (62) 72 (58) 35 (66) 36 (68) | Week 4 Weeks 1> Weeke L Week
Placebo Nabiximols Favors Favors % Difference NBX vs. PBO
Mean age, y 48.1 49.2 50.1 52.0 @) @) nabiximols placebo NBX - PBO (95% CI) P value
Mean duration of MS, Yy 11.8 13.3 14.3 13.2 Overall 116 109 @ | -19 (-29, -8) 0.0017 SAVANT: Randomized re-titration
1 ’ . :
Baseline EDSS score 26, n (%) 79 (68) 85 (69) 29 (55) 29 (55) Number of current ASMs? | e - R e
Mean Part A BL Spasticity NRS score 7.0 6.8 6.9 6.9 0 32 38 —e— -17 (-34, 5) 0 8301 Single-iind - Randomized, double-bind, placebo-controlled
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. .. : ’ ) H = — Placebo + further optimized SOC (n=53)
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! respondersP returners
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Baclofen 74 (63) 66 (53) 47 (89) 43 (81) ! 1 Week 4 Weeks Up to 4 Weeks 12 Weeks
Tizanidine 23 (20) 24 (19) 16 (30) 17 (32) r T ! T 1 aDosing maximum of 12 sprays per day; self-titrated steadily over 14 days based on efficacy and tolerability according to a set schedule by day; 15 minutes between sprays
i i i ] -100.0 -50.0 0.0 50.0 100.0 spread throughout the morning or evening. PNon-responders included non-completers. cParticipants reporting 220% improvement in 7-day average daily Spasticity NRS score at
Benzodlazeplne derivative 24 (21) 19 (15) 9(17) 11 (21) % Difference (95% CI) the end of 4 weeks. 9280% loss of improvement from screening Spasticity NRS value. NRS, numeric rating scale; SOC, standard of care.
ASM, anti-spasticity medication; BL, baseline; EDSS, Expanded Disability Status Scale (0=no disability, 5-9.5=walking impairment, 10=death due to MS); MS, multiple aBaclofen, tizanidine, and dantrolene only. PBaclofen, tizanidine, dantrolene, benzodiazepines, muscle relaxants, botulinum, gabapentin, and pregabalin. .. ] . )
sclerosis; NBX, nabiximols; NRS, numeric rating scale (0=no spasticity to 10=worst possible spasticity); PBO, placebo; SOC, standard of care. ASM, anti-spasticity medication; NBX, nabiximols; PBO, placebo. = Additional StUdy dGSlgn details via QR code.
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Supplemental Material

Limitations of study

Safety results of Part A: Most common AES METHODS

= P values are considered nominally significant as these are post hoc analyses
spasticity and 10 is the worst possible spasticity, and daily spasm count; mean average daily = No adjustment for multiple testing, nor adjustments for imbalances in baseline characteristics

= Participants reported Spasticity numeric rating scale (NRS) score (0—-10), where 0 is no

GWSP0604—- nabiximols
PwMS, n (%) (n=572) (n=191)

SAVANT Part A — nabiximols

Spasticity NRS score and mean average daily spasm count were assessed.

With an AE 268 (46.9) 46 (24) = The treatment effect measured as a change from Part B baseline in Spasticity NRS scores and
Withdrew due to an AE 35 (6.1) 5 (2.6) average daily spasm count was assessed throughout the 12-week Part B treatment period.
AES = Incidence of AEs was assessed during both Part A and Part B.

— = This post hoc analytical approach applied an equivalent statistical model across the 2 studies,
Dizziness 80 (14.0) 4(2.1) which allows for appropriate consideration of missing data and non-normal distribution of
Fatigue 34 (5.9) 3(1.6) Spasm count.
Somnolence 29 (5.1) 3 (1.6) Study design
Dry mouth 24 (4.2) 3(1.6) Population
Nausea 23 (4.0) 4 (2.1) = People with multiple sclerosis (PwMS) with spasticity inadequately managed by optimized?
Vert 21 (37 1473 current anti-spasticity medications (ASMs)

erige 3.7) (7.3) = Studies conducted in Europe

Tl : : : :
- 16 (2.8) 2 (19 Enriched design
Asthenia 16(28) 2(1.0) GWSP0604: PWMS were treated with single-blind nabiximols in Part A, including an initial 2
Muscle weakness 12 (2.1) 2 (1.0) weeks of dose titration, and responders® were randomized in Phase B.
Diarrhea 8 (1.4) 4(2.1) SAVANT (double-enrichment design): PWMS were treated with single-blind nabiximols in Part A,
Muscl 6 (10 (05 including an initial 2 weeks of dose titration. PwMS completed nabiximols washout of up to 4

Uscie spasms (1.0) (0.5) weeks between Part A and Part B, and respondersP qualified for randomization by demonstrating
Abdominal pain 4 (0.7) 2 (1.0) reduction of at least 80% in average daily Spasticity NRS score during Part A.

Hypertension 3 (0.5) 3 (1.6) Standard of care (SOC) therapy
Dry throat 1(0.2) 2 (1.0) GWSP0604: Remained on stable doses of oral ASMs throughout study

AE, adverse event; PWMS, people with multiple sclerosis; UTI, urinary tract infection.

= Previously treated but could be off ASMs for 230 days prior to enroliment

SAVANT: Allowed to optimize oral ASMs throughout study
= Concomitantly taking ASMs (baclofen, tizanidine, or dantrolene)

Key eligibility criteria

GWSP0604:

= Multiple sclerosis (MS) for 26 months

= Spasticity due to MS for 26 months not wholly relieved with current ASMs

= At least moderately severe spasticity (NRS 24)

= ASMs and/or disease-modifying medications were maintained at a stable dose for 30 days prior
to and throughout study

SAVANT:

= Adult subjects with MS and spasticity symptoms for 212 months

= Spasticity NRS score 24

= Inadequate relief of spasticity symptoms despite previous treatment with 22 different optimized
oral therapies

= Currently receiving 1 or more oral ASM with inadequate relief

aOptimization was defined in both studies as having reached the most efficacious and best tolerated dose according to the relevant Summary of Product Characteristics of
at least 1 of baclofen, tizanidine, or dantrolene but not benzodiazepines. PParticipants reporting 220% improvement in 7-day average daily Spasticity NRS score at the
end of 4 weeks.

between the subgroups
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