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For sativex to be approved for indications other than MS, an application to the TGA 
would need to demonstrate evidence of safety and efficacy for the new indication.

November 2012

Sativex was registered in Australia, allowing lawful prescribing for MS pending 
changes to poisons act due on 1st Sept 2013.

May 2010

Rescheduled to Schedule 8 (e.g. methadone, codeine, ritalin, oxycodone) -
available on the TGA Special Access Scheme

Before May 2010

Schedule 9 (prohibited substance - research only)

e.g. Cannabis, GHB, DMT, Heroin, LSD, MDMA, Psilosybin

Sativex regulatory context in Australia

Sativex is a botanical extract of Cannabis sativa indicated as 
second line treatment for moderate to severe spasticity in MS.



So…why Sativex for cannabis withdrawal?



Last 12 month drug use (1991-2010) 
National Drug Strategy Household Survey

%

Cannabis is consistently the most prevalent illicit drug used in Australia



Alcohol Amphetamines Benzodiazepines Cannabis Cocaine Nicotine Heroin

63,272 12,739 2,080 31,100 479 2,461 13,802
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Data: EMCDDA

Treatment seeking for cannabis is increasing over time

Number of treatment episodes over time



CANNABIS WITHDRAWAL IS ASSOCIATED WITH RELAPSE



Drug Type Action Authors

Rimonabant CB1 Antagonist Huestis et al 2001, 

Gen. psych

Naltrexone Mu Opioid receptor Attenuate reinforcing 

effects

Haney et al 2003, 

Psychopharmacology

Lofexidine alpha2-adrenergic receptor 

agonist

Attenuate withdrawal Haney et al 2008, 

Psychopharmacology

Divalproex Antipsychotic/Mood Attenuate specific 

withdrawal symptoms

Haney et al 2004, 

Neuropsychopharmacology

Lithium Mood stabiliser Attenuate specific 

withdrawal symptoms

Winstock et al 2009

Johnston et al(in prep)

Fluoxetine Anti-depressant Attenuate specific 

withdrawal symptoms

Bupropion Antidepressant/

nicotine antagonist

Attenuate specific 

withdrawal symptoms

Haney et al 2001, 

Psychopharmacology

Nefazodone Antidepressant good for 

anxiety + sedative

Attenuate specific 

withdrawal symptoms

Haney et al 2003, 

Psychopharmacology

Mirtazapine Antidepressant Attenuate specific 

withdrawal symptoms

Frewen et al 2007

Dronabinol (THC) CB1 Agonist Attenuate withdrawal Haney, M. et al 2004

Budney, AJ et al. 2007

Nabilone (THC) CB1 Agonist Attenuate withdrawal Haney et al 2013

Sativex

(THC and CBD)

CB1 Agonist Attenuate withdrawal Allsop et al 2013 JAMA 

Psychiatry (in press)

Which pharmacotherapies have been tried?



Increasing

Bioavailability 

(absorption)

Sativex
Smoked cannabis (THC)

Cannabinoid replacement therapy

Dronabinol

- Reduced withdrawal in non 

treatment seekers

- Did not reduce cannabis use in 

clinical populations

Nabilone

- Reduced withdrawal

- Reduce cannabis relapse in  

non-treatment seekers in a lab

Effective pharmacological substitution



CBD (2.5 mg per spray) 

THC (2.7 mg per spray) 

- Less psychoactive than THC
- Reduces anxiety
- Antipsychotic
- Anti-inflamatory
- Reduces THC induced 

paranoia
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Recruitment



No. (%)
Characteristic

Total (n=51) Sativex (n=27) Placebo (n=24) P

Demographics
Age, mean (SD), years 35.39 34.96 35.88 0.72
Gender (n /% male) 39 (76.5) 18 (66.7) 21 (87.5) 0.08

Cannabis use history
Cannabis use, mean grams (SD) 22.98 (20.66) 23.39 (16.79) 22.52 (24.54) 0.88

Years of cannabis use 20.43 (9.22) 20.11 (9.83) 20.79 (8.67) 0.79
Cannabis SDSc 12.04 (2.71) 11.96 (3.03) 12.13 (2.35) 0.83

Demographics and drug use



8 x 2 8 x 4 6 x 48 x 4 2 x 4 1 x 4Sprays x Occasions

Sativex (n=27)

Placebo (n=24)

Dosing regime over inpatient days

Daily dose 

(mg of 

THC/CBD)



8 x 2 8 x 4 6 x 48 x 4 2 x 4 1 x 4Sprays x Occasions

Sativex (n=27)

Placebo (n=24)

Plasma was taken at 3 time points for cannabinoid assays

Daily dose 

(mg of 

THC/CBD)

before peak dosing after



Participants showed undetectable plasma 
CBD at baseline: increased by Sativex
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Sativex maintains plasma THC during abstinence
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Cannabis withdrawal outcome measures



Overall withdrawal scores reduced by Sativex

Overall Cannabis 

Withdrawal Score

Sativex



Sativex decreases individual components of withdrawal



Sativex group remains in treatment longer

N = 27
N = 24

N = 23
N = 12



Sativex did not significantly increase intoxication self-report



Patients could not guess their own treatment condition



Adverse event

Placebo (n = 

24)

No. (%)

Nabiximols (n 

= 27)

No. (%)

Pa

Anxiety 11 (46) 7 (26) 0.14

Depression 9 (38) 9 (33) 0.76

Sweating 9 (38) 9 (33) 0.76

Headache 7 (29) 8 (30) 0.97

Impaired concentration 7 (29) 8 (30) 0.97

Hot flushes 5 (21) 8 (30) 0.47

Chills 4 (17) 8 (30) 0.28

Dry mouth 5 (21) 6 (22) 0.9

Sedation 5 (21) 5 (19) 0.9

Burning or numbness 

in mouth 3 (13) 6 (22) 0.47

Constipation 3 (13) 6 (22) 0.47

Stomach pain 5 (21) 4 (15) 0.71

Blurred vision 4 (17) 4 (15) 0.58

Dizziness 2 (8) 5 (19) 0.26

Palpitations 3 (13) 3 (11) 0.9

Impaired coordination 1 (4) 4 (15) 0.35

Impaired reaction time 2 (8) 3 (11) 0.9

Memory problems 2 (8) 3 (11) 0.9

Nausea 2 (8) 3 (11) 0.9

Feeling tired 0 (0) 4 (15) 0.07

Paranoia 0 (0) 4 (15) 0.11

Diarrhoea 3 (13) 0 (0) 0.09

Hallucinations 1 (4) 2 (7) 0.55

Impaired balance 1 (4) 2 (7) 0.9

Vomiting 1 (4) 2 (7) 0.9

Impaired motor skills 0 (0) 2 (7) 0.49

Insomnia 2 (8) 0 (0) 0.22

Lightheaded 2 (8) 0 (0) 0.22

Mouth ulcers 1 (4) 1 (4) 0.9

Stinging eyes 1 (4) 2 (7) 0.49

Unpleasant taste 0 (0) 2 (7) 0.49

Agitation 1 (4) 0 (0) 0.47
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Sativex patients did not experience more Adverse Events



Sativex did not lead to better outcomes at 28-day follow up



Take home messages

• However, a short course of sativex over the acute withdrawal period does not lead 

to better cannabis use outcomes after withdrawal management



Where to from here?

 Trying to get a longer term maintenance trial up and 
running for a test of relapse prevention

 Grant wasn’t funded this time around.

 Thinking about possible extensions into treatment for:

 Comorbid pain and cannabis use

 Comorbid PTSD and cannabis use
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Thank you!

d.allsop@unsw.edu.au

mailto:d.allsop@unsw.edu.au


What do I think about legalisation?





• Before October 2009 – Schedule 9 (prohibited substance – may only be used for research purposes)

• Other drugs in schedule 9:

• Cannabis, GHB, DMT, Heroin, LSD, MDMA, Psilosybin

• October 2009 – Committee agreed to reschedule Sativex from an S9 to an S8 medication (Controlled Drug with high 

potential for abuse, misuse and physical or psychological dependence) to allow access to Sativex under the TGAs 

Special Access Scheme (SAS). Drs must have an S8 permit before prescribing treatment.

• When placed in S8, comittee recommended specific restrictions to only buccal sprays

• May 2010 – Sativex was rescheduled to S8 Appendix K (must have a “sedating” warning) and Appendix D paragraph 3, 

which restricts access through the SAS to only:

'persons who are seriously ill with a condition from which death is reasonably likely to occur within a matter of months, or 

from which premature death is reasonably likely to occur in the absence of early treatment‘. 

• November 26 2012 – Sativex was registered onto the Australian Register of Therapeutic Goods, meaning it can be 

lawfully prescribed.

Sativex is indicated as treatment for symptom improvement in patients with moderate to severe spasticity due to multiple 

sclerosis (MS) who have not responded adequately to other antispasticity medication and who demonstrate clinically 

significant improvement in spasticity related symptoms during an initial trial of therapy.

• September 1st 2013 – Sativex was moved from Appendix D paragraph 3 (which limits prescribing practices for non 

registered products) to Appendix D paragraph 1 (for registered products) – limiting the prescriber population to 

neurologists and rehabilitation physicians. This step essentially formalises the registration of the drug in Australia, 

making it now possible for it to be prescribed in the country. 

• For sativex to be approved for indications other than MS, an application for extension would need to be submitted to the 

TGA, with accompanying evidence of safety and efficacy.

The Australian Register of Therapeutic Goods 

# NABIXIMOLS (botanical extract of Cannabis sativa which includes the following cannabinoids: tetrahydrocannabinol, 

cannabidiol, cannabinol, cannabigerol, cannabichromene, cannabidiolic acid, tetrahydrocannabinolic acid, tetrahydrocannabivarol, 

and cannabidivarol, where tetrahydrocannabinol and cannabidiol (in approximately equal proportions) comprise not less than 90 

per cent of the total cannabinoid content) in a buccal spray for human therapeutic use.


