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2. This reimbursement condition is unacceptable.  2.1 states that this medication can be used if 
patients have at least 8 seizures per 28 days prior to initiating cannabidiol. We agree with 2.2 
that cannabidiol should be considered when patients have inadequately controlled seizures.  
However, limiting access only to patients who have at least 8 seizures in 28 days will create a 
situation of inequitable access to the medication.  A patient could have 1 catastrophic seizure 
that would benefit from treatment with this medication. Additionally, it is difficult to measure 
seizures caused by TSC as patients can have many different types of seizures, sometimes in 
a cluster, so very hard to count. We ask that condition 2.1 be removed, and 2.2 kept. 

3. We support this recommendation and guidance, but not necessarily the reason. We agree 
that patients should be monitored every 6 months for the first year or 2, but after that annually 
is much easier for families to manage. 

4. We agree with the recommendations and reasons stated around when cannabidiol should be 
discontinued. 

5. We agree that ideally patients should be under the care of a neurologist. However, patients do  
not always have access to a neurologist. Patients are often managed by their family doctor, 
especially patients who live in rural settings. We ask that the word “must” be changed to 
“should”. 

6. Condition 6.1 is too restrictive. Yes, there can be interaction between mTor inhibitors and 
cannabidiol, however, this does not mean patients cannot use both medications. Barring 
patients who are taking an mTor inhibitor results in unreasonable access restrictions. mTor 
inhibitors are the first line of treatment for those who have AMLs in their kidneys or a SEGA 
(brain). This should not prevent patients from having access to cannabidiol. There are many, 
many medications that interact with each other, but are managed by monitoring blood levels, 
lower doses, etc. We ask that condition 6.1 be removed. We totally agree with condition 6.2. 

7. Cannot comment 
8. Cannot comment 

 
We hope that a price acceptable to the recommendation of Epidiolex be reached so patients have 
access to this effective medication in the treatment of seizures caused by TSC.   
 

 
 

a CADTH may contact this person if comments require clarification. 
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Jazz disagrees with the restriction of reimbursement of EPIDIOLEX for patients with tuberous 
sclerosis complex (TSC) concurrently using mammalian target of rapamycin (mTOR) inhibitors.  
 
Although it is expected that the number of patients concurrently using cannabidiol and mTOR 
inhibitors (such as everolimus) will be low to moderate, if this restriction is applied, those patients will 
be unfairly denied the opportunity of a novel treatment for their seizures that is available to other 
patients with TSC-associated seizures who are not taking mTOR inhibitors.  

• There are some circumstances where physicians may wish to use an mTOR inhibitor and 
cannabidiol in combination. Everolimus has separate indications for the treatment of 
Subependymal Giant Cell Astrocytomas (SEGAs) and renal angiomyolipomas, which are not 
related to the treatment of seizures. In these patients, everolimus is being used as a 
chemotherapy agent, whereas cannabidiol is an anti-seizure medication (ASM). 

• In the CADTH Clinical Review report, the Canadian clinical experts consulted were clear that 
the use of mTOR inhibitors in TSC is mostly as a chemotherapy to shrink tumors, and that 
interruption of their use can lead to seizure worsening: 

o “Treatments targeting the mTOR pathway such as everolimus and sirolimus are used 
to treat some of the tumors associated with TSC, however, there is controversy about 
whether they improve seizure frequency and neuropsychiatric comorbidities … 
Interruption of the use of mTOR inhibitors can lead to tumor regrowth or seizure 
worsening, and the long-term effects of mTOR inhibition on TSC are still uncertain.”3 

• The Canadian clinical experts also consulted mentioned dose adjustments with concomitant 
mTOR inhibitors and cannabidiol, indicating that they had assumed that some patients would 
be taking the drugs together:  

o “Additionally, dose adjustment may be required in patients who are taking concomitant 
… mTOR inhibitors due to … increased mTOR levels due to the administration of 
cannabidiol.”3 

• These dose adjustments are also mentioned in the Canadian Product Monograph for 
Epidiolex (Table 10),1  which includes recommendations for dose adjustments if cannabidiol 
and everolimus are to be used concurrently.  

o “When initiating Epidiolex in patients taking everolimus, monitor therapeutic drug levels 
of everolimus and adjust the dosage accordingly”.  

• The information above clearly indicates that there are patients with TSC for whom concurrent 
everolimus and cannabidiol would be the treatment of choice in order to manage both SEGAs 
or renal angiomyolipomas and seizures. Interruption of the use of mTOR inhibitors in order to 
start cannabidiol is not an option for these patients without risking brain tumor regrowth. In 
addition, the possibility of dose reductions in everolimus when used concurrently with 
cannabidiol may bring benefits in terms of reduced side-effects and/or reduced costs. 

 
CADTH has suggested a reimbursement condition that cannabidiol should not be reimbursed in 
patients concurrently using mTOR inhibitors as there is “no evidence to support the use of 
cannabidiol in conjunction with mTOR inhibitors”. However, there is evidence showing the use of 
cannabidiol in conjunction with mTOR inhibitors, including evidence from the GWPCARE6 
randomised controlled trial (RCT) and open-label extension (OLE) study, as well as real-world 
evidence (RWE). This is outlined below:  

• GWPCARE6 RCT: Although the use of mTOR inhibitors as ASMs was an exclusion criterion 
in the GWPCARE6 RCT, this criterion was included as mTOR inhibitors were not approved for 
treatment of patients with TSC at the time of the trial and use in these patients was only 
experimental at the time. However, despite patients being excluded from taking mTOR 
inhibitors as ASMs, there were 25 patients in the Safety Analysis Set who were taking 
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everolimus or sirolimus as immunosuppressants as concomitant medication (i.e., for reasons 
other than seizure reduction).4  

• GWPCARE6 OLE: On-label use of mTOR inhibitors (for the treatment of seizures or tumors) 
was permitted in the OLE phase of the GWPCARE6 trial. In the OLE Safety Analysis Set, nine 
patients were taking everolimus. Eight patients were taking it as a concomitant ASM, and one 
further patient where it was listed in the trial tables as an ‘Other Concomitant Medication’.5 

• Real-world evidence from an Italian study in 12 patients with TSC concluded that a reduction 
in monthly seizures was observed during co-treatment with cannabidiol and everolimus, and 
that the combination was also shown to be safe and tolerable.6  

 
The evidence above shows that mTOR inhibitors and cannabidiol have been used concomitantly in 
clinical trials and in real-world clinical practice. In patients with TSC-associated epilepsy taking the 
drugs concurrently, seizure reductions were observed, and no new safety concerns were reported. 
 
Page 4, reimbursement condition 2: “2. Patients must have the following: 2.1. At least 8 seizures 
per 28 days prior to initiation of cannabidiol.” 
 
Jazz disagrees with restricting access to EPIDIOLEX to only patients who have at least eight 
seizures per 28 days prior to initiation. 

• Although it is necessary in a clinical trial setting to establish minimum number of seizures 
during the baseline period, in clinical practice the decision to start patients on EPIDOLEX 
would be based on their lack of seizure control, not a specific number of seizures. 

• Additionally, it is often difficult for patients with TSC, who experience a variety of development 
and neuropsychiatric symptoms, and/or caregivers to accurately track the number of seizures 
that a patient is experiencing. 

 
It is Jazz’s position that the initiation criteria for EPIDIOLEX should be based only on a patient having 
inadequately controlled seizures, and not a minimum number of seizures. 
 
Page 5, reimbursement condition 5: “5. The patient must be under the care of a neurologist with 
experience in the diagnosis and management of TSC.” 
 
Jazz disagrees with restricting access to EPIDOLEX to only patients who are under the care of a 
neurologist. TSC is a multisystemic disorder which requires comprehensive management strategies. 
In practice, while neurologists play a pivotal role in overseeing the treatment of TSC, the nature of 
this syndrome often necessitates coordinated care involving multiple healthcare professionals.  Given 
the multidisciplinary approach required for effective management of TSC, restricting prescription 
authority would be challenging as other specialists may be the primary point of care for the patient.  

• ASMs that are indicated and funded for similar developmental and epileptic encephalopathies 
do not require patients to be under the care of a neurologist. For example, for rufinamide, 
which is indicated for patients with Lennox-Gastaut syndrome (LGS), CADTH recommended 
patients be under the care of a physician experienced in treating LGS,7 and the Ontario 
Exceptional Access Program (EAP) criteria only requires that the patient is in the care of a 
physician experienced in managing seizures, not specifically a neurologist.8 Similarly, for 
stiripentol, which is indicated for patients with Dravet syndrome, the Ontario EAP criteria 
requires that the request is submitted by a neurologist or pediatrician.8 

 
It is Jazz’s position that EPIDIOLEX should be prescribed by a physician with experience in the 
diagnosis and management of patients with TSC, not restricted specifically to neurologists.  

a CADTH may contact this person if comments require clarification. 
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