Moving forwar d

UD
T
S
E
NEU

Palatability and oral cavity tolerability
of Sativex and possible improvement
measures in patients with resistant
multiple sclerosis spasticity: TASTE,
a pilot study

Sativex®, das einzige Fertigarzneimittel auf Basis eines Cannabisextraktes
• Reduziert signifikant die MS Spastik (NRS 0-10) um -3,5 in der Sativex® Gruppe bzw.
-1,6 in der Placebo-Gruppe (p<0,0001).1
• Reduziert signifikant MS Spastik induzierte Schmerzen (NRS 0-10)
um -3,2 in der Sativex® Gruppe bzw. -1,8 in der Placebo-Gruppe (p<0,0013).1
• Je nach Patientenbedürfnis individuell anwendbar.
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Sativex® Spray zur Anwendung in der Mundhöhle. Verschreibungspflichtig, Betäubungsmittel. Zusammensetzung: 1 ml Spray zur Anwend. in d. Mundhöhle enth. 38-44 mg Dickextrakt aus
Cannabis sativa L., folium cum flore THC-Chemotyp (Cannabisblätter u. -blüte) entspr. 27 mg Delta-9-Tetrahydrocannabinol (THC) u. 35-42 mg Dickextrakt aus Cannabis sativa L., folium cum flore
CBD-Chemotyp (Cannabisblätter u. -blüte) entspr. 25 mg Cannabidiol (CBD). Auszugsmittel: Flüssiges Kohlendioxid. 100 µl Spray (entspr. einem Sprühstoß) enth. 2,7 mg THC u. 2,5 mg CBD. Sonst.
Bestandt.: Ethanol, Propylenglykol, Pfefferminzöl. Anwendungsgebiete: Zur Symptomverbesserung bei erwachsenen Patienten mit mittelschwerer bis schwerer Spastik aufgrund von Multipler
Sklerose, die nicht angemessen auf eine andere anti-spastische Arzneimitteltherapie angesprochen haben und die eine klinisch erhebliche Symptomverbesserung in einem Anfangstherapieversuch aufzeigen. Gegenanzeigen: Überempfindlichkeit auf Cannabisextrakte oder einen der sonstigen Bestandteile; bekannte oder vermutete Anamnese oder Familienanamnese von Schizophrenie oder anderer psychotischer Krankheit; Anamnese von schwerer Persönlichkeitsstörung oder anderer erheblicher psychiatrischer Störung mit Ausnahme von einer Depression aufgrund von MS;
Stillzeit. Schwangerschaft: Nur bei strenger Indikationsstellung. Für Männer und gebärfähige Frauen Einsatz verlässlicher Verhütungsmethoden während der Therapie und bis drei Monate nach
Beendigung der Therapie. Stillzeit: Kontraindiziert. Warnhinweise: Enthält 50% V/V Ethanol, Propylenglykol und Pfefferminzöl. Das Produkt ist entflammbar. Nach Anwendung verschließen.
Spray nicht in die Augen gelangen lassen. Zu besonderen Warnhinweisen und Vorsichtsmaßnahmen für die Anwendung Fachinformation beachten! Nebenwirkungen: Sehr häufig: Schwindelanfälle, Müdigkeit. Häufig: Anorexie (einschließlich reduzierter Appetit), erhöhter Appetit, Depression, Desorientierung, Dissoziation, euphorische Stimmung, Amnesie, Gleichgewichtsstörung,
Aufmerksamkeitsstörung, Dysarthrie, Dysgeusie, Lethargie, Gedächtnisstörung, Schläfrigkeit, Verschwommenes Sehen, Vertigo, Konstipation, Diarrhoe, Mundtrockenheit, Glossodynie, Mundschleimhautaphthen, Nausea, Unbehagen und Schmerzen in der Mundhöhle, Erbrechen, Schmerzen an der Verwendungsstelle, Asthenie, Unbehagen, Trunkenheitsgefühl, Indisposition, Sturz.
Gelegentlich: Rachenkatarrh, Halluzination (unbestimmt, auditiv, visuell), Sinnestäuschungen, Paranoia, Suizidgedanken Wahnvorstellungen, Synkope, Palpitationen, Tachykardie, Hypertonie,
Hustenreiz, Abdominalschmerz (oben), Mundschleimhautverfärbung, Mundschleimhautstörung, Mundschleimhautexfoliation, Stomatitis, Zahnverfärbung, Reizung an der Verwendungsstelle.
Stand der Information: März 2015. Almirall Hermal GmbH • 21462 Reinbek www.almirall.de – email: info@almirall.de
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Palatability and oral cavity tolerability of Sativex and possible
improvement measures in patients with resistant multiple sclerosis
spasticity: TASTE, a pilot study
Lus G, Cantello R, Danni C, Rini A, Sarchielli P, Tassinari T, Signoriello E

• 51.9% of patients presented with secondary progressive MS

INTRODUCTION
Spasticity is a common symptom of patients with multiple sclerosis
(MS), affecting up to 80% of patients [1]; spasticity severity increases
as the disease progresses [2]. Despite the availability of oral antispasticity drugs such as baclofen and tizanidine, as well as physiotherapy,
one third of MS patients suffer from moderate or severe generalized
spasticity [2,3].
Sativex® is an oromucosal spray formulated in a 1:1 ratio of 9-delta-tetrahydrocannabinol and cannabidiol which has been shown in randomized controlled trials and observational studies to produce a
significant reduction in treatment-resistant MS spasticity in between
half and two-thirds of patients after reaching an average dose of 6-8
sprays/day [4-6]. A proportion of patients treated with Sativex discontinue treatment during the first trial period month due to insufficient
effect or the emergence of treatment-emergent adverse events [6].
Around 10% of patients stop treatment with Sativex mentioning taste
alterations as an influencing factor [7]. Oral cavity related complaints
such as dry mouth, oral mucosal disorders, tooth colour changes and
alterations to taste perceptions (dysgeusia) are also relatively common.
In order to not compromise adherence to Sativex, which would impact
negatively on its effectiveness, it is important to identify solutions for
taste and/or oral cavity related issues. For example, using sugar-free
chewing gum as a mouth freshener after administration of Sativex
may improve taste perception. Increasing salivation may attenuate
risk of damage to the oral mucosa. Refrigerating the Sativex spray
bottle may be another option to improve taste perception as lower
temperatures are known to improve the palatability of unpleasantly
tasting drug formulations [8].
Before recommending these measures, it is necessary to evaluate their
effects on taste and oral cavity tolerability while ensuring the maintenance of clinical effects and ruling out any relevant changes in the
absorption pharmacokinetics of Sativex.

• Disability was moderate to severe (mean 0-10 MS Expanded
Disability Status (MS EDSS) Scale score 6.2)
• 88.5% of patients received concomitant antispasticity drugs
besides Sativex, with 63.5% receiving baclofen

To explore the use of sugar-free chewing gum after each Sativex intake
and/or keeping the Sativex bottle refrigerated to improve taste tolerability in patients already receiving Sativex who had complained of
taste during treatment and/or had oral cavity adverse events.

METHODS
TASTE was an open-label, prospective, multicenter, non-pharmacological,
randomized, minor interventional pilot study, involving 6 sites in Italy.

80,0%

• Mean (SD) duration of treatment with Sativex was 27 (24.8)
months

60,0%

20,0%

Overall, 51/52 patients completed the study
0,0%

Table 1. Patient demographics and clinical characteristics (n=52).
Characteristic

51.9 (9.1)
20 (38.5%) /
32 (61.5%)

Gender: male/female: n (%)
MS classification: n (%)
Primary progressive MS
Secondary progressive MS
Relapsing remitting MS
Progressive relapsing MS

11 (21.2%)
27 (51.9%)
12 (23.1%)
2 (3.9%)

MS disease history, years: mean (SD)

13.2 (7.5)

EDSS score: mean (SD)

6.21 (1.40)

Patients with ≥ 1 antispasticity medication (apart from Sativex)
Baclofen
Tizanidine

46 (88.5%)
33 (63.5%)
1 (1.9%)

Patients with ≥1 antispasticity therapy (apart from
medications): n (%)
Physiotherapy: n (%)
Chemodenervation: n (%)
Surgical treatments: n (%)

45 (86.5%)
45 (86.5%)
1 (1.9%)
1 (1.9%)

Duration of Sativex treatment, months: mean (SD)

27 (24.8)

Group B
Sativex cold bottle (n=20)

• 52 MS patients were enrolled with a mean age of 52 years; 61.5%
were female
• Patients had a mean MS disease duration of 13.2 years

Missing

Neutral/good

Comparisons of taste perception between baseline (Visit 0) and Week
4 (Visit 1) using McNemar’s test were not statistically significant for
Group A (chewing gum; p=0.109) or Group B (Sativex cold bottle;
p=0.625). However, taste perception in patients receiving chewing
gum ± Sativex cold bottle intervention (Groups A and C combined)
was significantly improved from Visit 0 to Visit 1 (p=0.0001).
There was a numeric improvement in oral cavity anomalies (0-10
scale) from baseline (Visit 0) to Week 4 (Visit 1) in all groups, and this
was more marked when chewing gum was present.
Mean (SD) overall scores were reduced:
• From 4.73 (3.59) to 3.56 (3.46) for dry mouth
• From 4.40 (3.60) to 2.60 (3.23) for taste alteration
• From 2.86 (3.48) to 1.67 (2.43) oral mucosa discomfort (irritation
or pain).
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Overall, mean (SD) number of spasms/day were reduced from 4.08
(4.20) at Visit 0 to 3.86 (4.39) at Visit 1.
Overall, frequency of mood disorders was reduced from 50% at Visit 0
to 42.3% at Visit 1 and the frequency of depression was reduced from
42.3% at Visit 0 to 30.8% at Visit 1.
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Mean (SD) total cost of chewing-gum used during the study (4-5
weeks) was €6.08 (3.04) for Group A and €5.26 (3.64) for Group C.
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Mean adherence to Sativex across the study was 88.8%, 91.5% and
82.2% in Groups A, B and C, respectively.
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At Visit 1, subject preference for willingness to continue with the intervention was highest in Group C (15/16; 93.8%), followed by Group A
(12/14; 85.7%) and Group B (15/20; 75.0%).
No adverse drug reactions were reported.
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CONCLUSION
Use of sugar-free chewing gum improved taste perception in more
than half of Sativex users with mild to moderate taste complaints and
associated oral symptoms without affecting control of MS spasticity.
Keeping the Sativex bottle refrigerated also slightly improved taste
perception. Treatment adherence to Sativex would benefit from these
interventions, especially sugar-free chewing gum, if taste/oral cavity
complains are present.
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Patients’ demographic and disease characteristics are summarized in
Table 1.
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Overall, mean (SD) spasticity 0-10 NRS score was reduced from 6.1
(2.2) at Visit 0 to 5.35 (2.16) at Visit 1. Spasticity 0-10 NRS scores were
reduced in each intervention group from Visit 0 to Visit 1.

0

Patients’ characteristics and disposition

Visit 1

Group C
(Sativex cold bottle +
chewing gum)

Other outcomes

Figure 1. Study outline

RESULTS

Visit 0

Taste perception was assessed at four time points following Sativex
administration (10 sec, 1 min, 5 min, 15 min) and classified as bad,
neutral or good. In the three intervention groups, bad taste perception was reduced between baseline (Visit 0, Figure 2) and Week 4
(Visit 1, Figure 3).

Group C
Sativex cold bottle +
chewing gum (n=17)

Secondary endpoints were spasticity 0-10 numerical rating scale
(NRS) evolution, subject preference/impression of change (categorical
scale), and general tolerability.

Visit 1

Group B
(Sativex cold bottle)

Evolution in taste perception

Visit 1
4 weeks, final data
collection

Primary endpoints were Sativex taste perception and oral cavity
abnormalities including dry mouth, oral mucosa discomfort (irritation,
pain), oral mucosa damage, and teeth damage.

Neutral

Visit 0

Figure 4. Taste perception at baseline (Visit 0) and Week 4 (Visit 1) in the ITT
population.
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Figure 2. Taste perception of Sativex at Visit 0 (baseline) in the intention-to-treat
(ITT) population. Group A: Sativex + chewing gum (n=15); Group B: Sativex cold
bottle (n=20); Group C: Sativex cold bottle + chewing gum (n=17).

Group A
Sativex + chewing gum
(n=15)

Visit 1

Bad

EDSS, Expanded Disability Status Scale; MS, multiple sclerosis; SD, standard
deviation.

Bad

Patients´diaries

Visit 0

Group A
(Sativex + chewing gum)

Value

Age (years): mean (SD)

Patients (n=52) were randomized into three groups: Group A, sugarfree chewing gum (n=15); Group B, refrigerated Sativex spray bottle
(cold bottle) (n=20); and Group C, refrigerated Sativex spray bottle +
sugar free chewing gum (n=17) (Figure 1).

Visit 0
Enrolment and baseline
data collection

40,0%

• Mean dose of Sativex was 5 sprays/day.

The study included four weeks of follow-up and consisted of two
visits: Visit 0 for enrolment and screening, and Visit 1 (4 ± 1 weeks after
Visit 0) to measure the study endpoint. Patient diaries were recorded
at weekly intervals (Figure 1).
Key selection criteria were informed consent, age ≥18 years, prescription according to label, treated with stable Sativex doses for at least
3 months at the recruitment visit, and the presence of Sativex-related
mild-to-moderate taste complaints or associated oral symptoms.
Smokers were excluded.

100,0%

• 86% of patients received physiotherapy

Mean dose of Sativex: number of sprays/day

AIM

Week 4 (Visit 1) in Group A (chewing gum); from 90% to 80% in Group
B (Sativex cold bottle); and from 100% to 17.6% in Group C (Sativex
cold bottle + chewing gum) (Figure 4).

Group A

Group B
Bad

Neutral

Good

Group C

3.
4.

Missing

Figure 3. Taste perception of Sativex at Visit 1 (Week 4) in the intention-to-treat
(ITT) population. Group A: Sativex + chewing gum (n=15); Group B: Sativex cold
bottle (n=20); Group C: Sativex cold bottle + chewing gum (n=17).

Comparisons of bad, neutral, good and neutral/good taste perception
in each group at Visit 0 and at Visit 1 are summarised in Figure 4. Bad
taste perception was reduced from 87% at baseline (Visit 0) to 40% at
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