Sativex® (standardised cannabis pharmaceutical):

requirements for Physician Application-approval

Under the provisions of the Misuse of Drugs Act 1975 (s8) and the Medicines Act 1981 (s109 and s29)

Foreword 

The physician requirements for application and approval to administer Sativex® provides a framework for the effective, safe and responsive use of this standardised cannabis pharmaceutical as an adjunctive or alternative treatment in specific chronic disease states or terminal illness. 

Sativex® is an unapproved medicine in New Zealand. The clinical safety and efficacy has been investigated in only a limited range of medical conditions and the long-term usefulness of this medicine has not been established.

These papers set out the patient management parameters that need to be addressed if Sativex® is to be permitted to be used in New Zealand.  The  detail required in Table III which sets out a proposal to use Sativex® in a specified patient, highlights that prescribers should consider they are initially prescribing this medication on a trial basis. An awareness of potential adverse drug reactions, the diagnosis of such events, and their reporting, is essential during the course of a patient’s treatment with Sativex®. 

The appendix to this document provides guidance for prescribing and should be used in conjunction with the Sativex® data-sheet and other relevant literature.  
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Product Description

Sativex® is a buccal (mouth) spray administering a metered, actuated dose containing the cannabis extracts ∆9-THC (2.7 mg per spray) and cannabidiol (2.5 mg per spray). 

Sativex® has gained tentative approval with Health Canada, and is available on a named patient basis in the UK. Sativex® is approved by Health Canada for use as an adjunct for the symptomatic relief of neuropathic pain in multiple sclerosis (MS) and moderate-severe cancer pain in adults. 

Sativex® is not an approved medicine in New Zealand, therefore ‘off-label’ prescribing in the limited indications listed in this document (as per Table I) should be approached with caution, particularly during the inception of this product to therapeutics in New Zealand. 

The effectiveness of Sativex® in long-term use has not been evaluated in placebo-controlled clinical trials. Extended periods of treatment should be periodically re-evaluated to examine the long-term safety and efficacy of the drug for the individual patient.

Risk of diversion of this drug substance

Sativex® is considered to be a desirable and divertible pharmaceutical due to the inherent nature of its active substances. Being a cannabis preparation, Sativex® is classified as a Schedule II Class B (1) drug product under Misuse of Drug Act 1975.

It is unclear what proportion of patients who are chronically exposed to Sativex® (cannabinoids) will develop either psychological or physical dependence. Evidence suggests that the long-term use of cannabis is associated with the development of psychosis, and disorders of motivation, judgment and cognition.  At therapeutic doses, Sativex® may produce side-effects that are interpreted as a euphoria or cannabis-like “high”. 

As with all controlled drugs, prescribers should monitor patients who receive Sativex® for signs of excessive use, abuse and misuse. Patients with a personal or family history of substance abuse (including drug or alcohol abuse) are at higher risk of addiction than other patients with chronic severe disease.
	 inclusion criteria

Table I: Eligibility criteria for the patient to receive Sativex®



	Applicant 
	The applicant must be a general practitioner (GP) or specialist who “normally” provides medical care to the patient, either for routine medical care, or for management of the specified condition. The applicant should not have any previous complaints against them for drug or alcohol abuse, and Medicines Control (Ministry of Health) should have no outstanding investigations or concerns about their prescribing pattern of Drugs of Misuse.



	Specific Chronic Disease States or Terminal Illness 

‘specified condition’
	In order to be eligible for permission to prescribe Sativex®, a patient must have either:

· nausea, anorexia and wasting (cachexia) associated to cancer and AIDS, or

· chronic pain (including cancer pain) for which other pain relief treatments are ineffective, or have significant/severe adverse side-effects; or

· neuropathic pain (associated with conditions including multiple-sclerosis, stroke, cancer, spinal cord injury, severe physical trauma and peripheral neuropathy resulting from diabetes) or

· muscle spasm and spasticity associated with MS or spinal cord injury

Refer to the appendix, section: Indications and Dosing



	Failure of Other Prescription Medicines or Current Available Treatments
	Adequate doses of standard treatments for the specified condition have either been trialled for appropriate periods of time without sufficient therapeutic benefit, or the standard treatments are not tolerated by the patient, or are contraindicated for the patient. 



	Specialist Endorsement
	Specialist assessment and endorsement of the proposal to use Sativex®, and the proposed patient management plan, must be issued by a practitioner who is registered with the New Zealand Medical Council as being competent in the scope of practice appropriate to the management of the specified condition to be treated. For example, treatment for cachexia related to cancer should be endorsed by a registered oncologist or palliative care specialist. Specialist endorsement is limited to oncologists, neurologists, anaesthetists and palliative care specialists



	Patient Informed Consent 
	The patient should be advised that the use of Sativex® is on a trial basis and that the treatment protocol requires the dose to be adjusted over time, and if reassessment indicates no benefit the treatment will be stopped. The patient must sign an informed consent form (refer Table III). This indicates that the patient is willing to use Sativex® and they are aware of the potential danger associated with its use, and that if Sativex® is abused or diverted then the application and approval is no longer valid and that future applications will be declined. 




	exclusion criteria

Table II: Potential exclusion criteria for Sativex®



	Mental Illness 


	Mental illness is a potential exclusion criterion for the use of cannabis medicines. Increasing evidence suggests that excessive or chronic use of cannabis is linked to psychosis and that it may exacerbate the symptoms of schizophrenia or precipitate this condition.  A history of psychosis or evidence of existing psychosis is a contraindication to use of Sativex®.



	Documented Abuse or Diversion 
	Approval may be declined if the patient has a documented history of abuse or diversion of controlled drugs, or that during the course of treatment with Sativex® such circumstance arise. 

Health professionals with a documented history of abuse or diversion of controlled drugs, or who have had their rights to prescribe controlled drugs limited under the Misuse of Drugs Act 1975 may be ineligible to prescribe. 



	Patient management criteria

Table III: Application form to prescribe Sativex®


	Patient Details

	· full name

· full street address 

· date of birth

· informed consent 


	

	
	

	
	
	NHI No.



	
	“I, the patient named above, am willing to use Sativex® and I am aware of the potential danger associated with its use. I am aware that if Sativex® is abused or diverted then this application and approval is no longer valid and that future applications will be declined”
Signed (above named patient):

	Physician Contact Details 

	· full name 

· full practice address 

· details of patient history with physician 
	
	Medical Council No. 



	· 
	

	· 
	

	Details on Sourcing Sativex®

A copy of the agreement between GW Pharma Ltd (UK) to supply Sativex® to the above mentioned physician is included as an attachment with this application. 

	Specialist Endorsement  

Please refer to Table I: requirement for endorsement by a New Zealand Medical Council registered specialist

	· full name of specialist 

· full practice address


	
	Medical Council No. 



	· 
	

	Conditions and Symptoms to be Controlled by Administration of Sativex®

Refer to the appendix, section: Indications and Dosing & Precautions

	· Identify the specific condition(s) and symptoms to be treated/controlled by the administration of Sativex®

· Identify other medical conditions the patient is known to be suffering from at the time of consideration of prescribing Sativex®


	


	Evidence of Failure of Other Current Available Treatments 

	· Outline the previous drug regimen(s) used by this patient to control the specified conditions and symptoms

· Provide a time-line during which the previous regimen(s) were used. 

· Confirm that the patient complied with all of the requirements of the previous regimen(s)


	

	Treatment Protocol (a detailed outline and specialist endorsement is required) 
 Refer to the appendix, section:  Indications and Dosing & Precautions. Also refer to requirements for Concomitant Disease and Drug Interaction below

	· The starting dose

Detail the treatment protocol including setting out the starting dose, and guidance for patient titration up and down (how dose adjustments would be made)

· Assessment of efficacy (I)

Outline and explain suitable diagnostic and measurement technique(s) to assess the safety and efficacy of the recommended regimen  

· Assessment of efficacy (II)

Outline a plan to reassess the condition and determine over time if the desired effect has not been obtained and maintained

· Cessation of treatment

Outline a plan to stop treatment at a particular dose if no significant effect has been seen, or if side effects have occurred, or if abuse/diversion has been identified
Confirm a protocol  for returning unwanted or unused Sativex®
	

	Reducing or Tailing-off Current Treatments 

	· Describe the procedure for reducing or tailing-off current and/or concurrent medicines and treatments that maybe considered, or become, redundant for the treatment of the specified condition(s) if Sativex® is found to be efficacious

	

	Concomitant Disease and Drug Interaction 
Refer to appendix, section: Precautions- drug interaction & concomitant disease,  risk-benefit analysis and Table IV: potential therapeutic drug interactions 

	· Drug interaction

Examine the nature and/or describe the effect of (potential) drug-drug interactions within the overall proposed treatment regimen 

Discuss how interactions with drugs and concomitant disease will be identified 
· Poly-pharmacy 

Examine poly-pharmacy; this is considered within the context of the inclusion of a new or additional drug to a patient’s regimen and with the overall proposed treatment regimen 

· Prescribing in the elderly

Discuss any issues with prescribing in the elderly were appropriate

· Concomitant disease

Including hepatic and renal impairment 
	 

	Endorsement and Confirmation 

We, the patient’s physician and the above described specialist, agree upon the prescribed regimen outlined within Table III, and confirm that all the information given is true and correct.

	Signed (patients physician):
Date: 
	Signed (specialist):
Date: 


Appendix

Indications and Dosing 

(evidence of specialist endorsement is required)

Sativex® indications include: 

· nausea, anorexia and wasting (cachexia) associated to cancer and AIDS; 

· chronic pain (including cancer pain) for which other pain relief treatments are ineffective, or have significant/severe adverse side-effects; 

· neuropathic pain (associated with conditions including multiple-sclerosis, stroke, cancer, spinal cord injury, severe physical trauma and peripheral neuropathy resulting from diabetes); 

· muscle spasm and spasticity associated with MS or spinal cord injury

Individualisation of Dose 

The pharmacologic effects of Sativex® are dose-related and subject to considerable inter-patient variability. Systemic absorption from a buccal spray is similar to that of inhalation from smoking cannabis and the intensity of the effect due to this route of administration is greater than an equal dose taken orally. 

The Sativex® data-sheet states that dosing for MS should be started at a maximum rate of one spray every four hours on the first day and up to a maximum of four sprays on the first day. On subsequent days, the patient may gradually increase the total number of sprays as needed and tolerated. As such dosing is self-limiting, individual response and side effects will establish an upper-limit for the dosing of this medicine. It is suggested that during initial titration, doses are evenly spread out over the day. If unacceptable adverse reactions such as dizziness or other intoxication type reactions occur then dosage should be reduced and potentially tapered off or dosing ceased. 

Dose selection for an elderly patient should be conducted with caution, starting at the low end of the dosing range. This low dose reflects the greater frequency of decreased hepatic, renal and cardiac function and the incidence of concomitant disease, an increased body fat content, and the probability of 

poly-pharmacy in this population. 

Some of the psychological effects of the psychoactive cannabinoid ∆9-THC experienced by patients include dysphoria and anxiety and a dependence potential. These can be minimised through preparation, explanation and reassurance given before the start of the treatment and should especially be considered when administered in the palliative setting. 

precautions 

Cannabis based therapeutics are useful in a wide range of disease states. Such therapeutics provide a 'broad spectrum' effect due to the interaction of cannabinoids with many tissue and organ systems (and its modulating effect on excitatory and inhibitory neurons). 

The safety profile of cannabis based therapeutics is considered good due to cannabis’s wide therapeutic index. However, there is a narrow dosing window between the desired and undesired effects. Drug interactions and con-commitment disease may influence this safety profile significantly; inter-individual physiological and psychological response may also vary. 

The frequency/incidence of reported adverse reactions to cannabis therapeutics are influenced by factors such as drug dose and concomitant drug use and disease, the administration setting, the physician’s judgements and detection techniques, the patient’s subjective opinion, and the ongoing use or overall tolerance to the drug. 

The risk-benefit ratio of using Sativex® should be carefully evaluated in patients because of individual variation in response and tolerance to the effects of this drug.

Contra-indications

A cautious approach should be taken when treating patients with complex diseases such as AIDS and cancer who may be taking several drugs in their daily regimen. 

Sativex® is contraindicated in patients with current or previous psychiatric disorders (including manic depressive illness, depression, and schizophrenia), as the symptoms of these disease states may be unmasked or exacerbated by the use of cannabinoids.
Risk-benefit Analysis 

A risk-benefit analysis should be conducted to assess the patient’s suitability to the prescription of this drug. 

In AIDS or immuno-compromised patients, long-term administration should be carefully monitored as cannabinoids interact with aspects of the immune system. Such patients are therefore at risk of aggravating certain aspects of this disease, which includes ulceration of the mucosa at the site of administration. 

Elderly patients are more sensitive to the neurological, psychoactive and postural-hypotensive effects of cannabinoids. This is especially applicable to elderly patients who are prone to falls and those with dementia.  
Adverse Effects

The most common reported side-effects are dizziness, disturbance in attention, dry mouth, tachycardia, and gastro-intestinal symptoms. Short-term memory and attention, motor skills, reaction time and skilled activities may be altered under the influence of this substance, and impaired while a patient is “intoxicated”. Users may experience feelings of anxiety, dysphoria, paranoia and distortion of time and space. In the elderly, hypothermic reactions or chills and postural-hypotensive effects are of significance. 

Administration site irritation or oro-mucosal ulceration is very common during both the short-term and long-term use of Sativex®. Regular inspection of the oral mucosa, by the prescribing physician, is advised. Patients should be advised not to continue spraying on to sore or inflamed mucosa. For this reason caution should be applied in patients presenting with AIDS.
Intoxication may be as a result of interaction or additive effects with other drugs in the patient’s regimen. 

The risk of adverse effects from acute and chronic administration is dose dependant. Adverse effects include sedation (this is exacerbated by the use of sedatives and depressants such as alcohol, benzodiazepines and opiates) and impairment of psychomotor and cognitive performance, especially in complex tasks (that are not already impaired by other drug substances and disease states). 
Because of the rate of elimination of cannabinoids adverse effects may persist for more than 24 hours after a single dose; use within a therapeutic dosing regimen can lead to compounding of these adverse effects. 
For most patients the primary adverse effect of acute cannabis use is impaired psychomotor performance. This makes it inadvisable for anyone under the influence of cannabis to operate machinery, drive or engage in hazardous activity.

Reporting Adverse Drug Reactions

Prescribers should monitor patients for potential adverse reactions, and inform patients to seek medical help if they develop signs or symptoms suggestive of adverse reactions.  Please report any suspected reaction to Sativex® to the Centre for Adverse Reactions Monitoring (CARM) in Dunedin.  The CARM reporting form is available at http://carm.otago.ac.nz
Tolerance

Tolerance to Sativex® has been shown to develop for many of its therapeutic and non-therapeutic effects. Similar to cannabis tolerance in normal subjects tolerance to the effects of Sativex® can occur including effects on mood, heart rate, blood pressure, salivary flow, intraocular pressure, cardiovascular effects, and psychomotor performance. Tolerance is advantageous in decreasing the unwanted effects, but a disadvantage if a desired effect is involved. 

Dependence and Withdrawal

Dependence is unlikely to present a problem with clinically prescribed doses for ill patients in therapeutic settings. The effects of withdrawal, such as rebound rise in intraocular pressure, nausea, diarrhoea and other significant physiological symptoms, may be undesirable and pose risk to the patient’s medical condition. 
Additionally, there may be rebound actions from other drugs included in that patient’s regimen. The rebound effects associated to withdrawal should be considered in patients suffering from glaucoma. Patient’s should be warned to look out for withdrawal effects and provided with advice on how to best manage any effects that may occur.

Interaction with Other Drugs and Concomitant Disease

Other medicines in the patient’s drug regimen may enhance or attenuate certain actions of cannabis/THC/CBD and vice versa. Interaction with other drugs may depend on the activity of similar effector systems, metabolic interactions, or competition for protein binding. 
The co-administration of pharmaceutics to combat these effects is not considered warranted. Such an approach is outside the scope or purpose of cannabis based therapeutics. 
Plasma Proteins
Cannabinoids are highly bound to plasma proteins and therefore might displace other protein-bound drugs. These properties have the potential to lead to drug-drug interactions and affect the pharmacokinetics of similar behaving co-administered drugs. 
Metabolism and Effector Systems

Caution should be applied in the dosing of patients with hepatic and renal impairment, and/or concomitant use of drugs that induce/enhance or attenuate hepatic enzymes or alter renal clearance. Corresponding high blood levels of THC can increase the patient’s risk of experiencing adverse effects.

Sativex® should be used with caution in individuals receiving concomitant therapy with sedatives, hypnotics, or other psychoactive drugs because of the potential for additive or synergistic central nervous system (CNS) effects.

In elderly patients, the total body water decreases with a corresponding increase in total body fat. Consequently, the distribution and concentration of fat soluble cannabinoids are increased in these subjects.  

Because of the extensive volume of distribution, including into adipose tissue, the active ingredients and metabolites of Sativex® may be excreted at low levels for prolonged periods of time.

CYP450 Interactions with Cannabinoids

Cannabidiol (CBD) affects the metabolism of several drugs, including ∆9-THC, by selectively inhibiting or inactivating isozymes belonging to the cytochrome P450 enzyme families CYP2C and CYP3A. Inhibitory effects also appear with CYP2D. The CYP3 isozyme A inhibition or inactivation will likely result in the reduction in metabolism and clearance of several drugs including diazepam, warfarin, digoxin, quinadine, oral contraceptives, fentanyl (and related opioids) and cyclosporine and therefore increase the effective dose within the same regimen. 
Caution is advised for patients taking concomitant medications metabolised via these enzymes.
	Table IV: Potential Therapeutic Drug Interactions

(this a guide and not meant to be exhaustive)

	
Concomitant Drug
	Clinical effect

	Amphetamines, cocaine, other sympathomimetic agents  
	Additive hypertension, tachycardia, possibly cardiotoxicity

	Atropine, hyoscine (scopolamine), antihistamines, other anti-muscarinics 
	Additive or super-additive tachycardia, hypertension, enhancement of sedation and pain reduction

	Amitriptyline, amoxapine, desipramine, other tricyclic antidepressants 
	Additive tachycardia and hypertension. Sedating effects may be enhanced

	Anti-depressants (SSRIs): fluoxetine etc
	THC may increase the effect of SSRIs. Hypomanic reaction reported with smoking cannabis

	Alcohol
	Increase in the positive subjective mood effects of smoked cannabis. Additive drowsiness and CNS depression

	Barbiturates
	Decreased clearance of these agents, presumably via competitive inhibition of metabolism. Additive drowsiness and CNS depression

	Benzodiazepines 


	Respiratory depression and depression of the brain function may be increased. The antiepileptic action may be enhanced.

	Disulfiram
	Reversible hypomanic reaction reported with smoking cannabis

	Naltrexone
	THC effects are enhanced by opioid receptor blockade

	Neuroleptics
	THC may antagonize the antipsychotic actions of neuroleptics. It may improve their therapeutic effects in motor disorders

	Non steroidal anti-inflammatory drugs (NSAID)


	Indomethacin, acetylsalicylic acid (aspirin), and other NSAIDs antagonise THC effects. Indomethacin significantly reduced subjective "high" and acceleration of heart frequency

	Opioids
	Enhancement of sedation and pain reduction. Cross-tolerance and mutual potentiation. CNS depression & drowsiness

	Phenothiazines (anti-psychotics/ anti-emetics)
	Attenuates the psychotropic effects of THC and increases anti-emetic effects

	Theophylline
	Increased theophylline metabolism reported with smoking cannabis, effect similar to that following smoking tobacco

	Metabolic interaction with warfarin, OC’s, fentanyl, cyclosporine, digoxin, quinadine, diazepam, etc
	Induction or inhibition of metabolic processes that may increase or decrease the effective dose of such drugs 

	Miscellaneous: lithium, buspirone, muscle relaxants
	Additive drowsiness and CNS depression
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