Annex |11

Scientific conclusions and grounds for the variation of the marketing
authorisations



Scientific conclusions

Overall summary of the scientific evaluation of methysergide containing medicinal products
(see Annex I)

Methysergide is an ergot alkaloid, first described in clinical practice in 1959. Methysergide binds with
varying affinities to a range of serotonergic receptors (5-HT receptors). In particular, it binds to and is
an antagonist of the 5HT,z receptor. There are a number of pharmacological pathways by which
methysergide may be effective in preventing migraine, for instance some data support the role of
antagonism of the 5-HT .,z receptor in the prophylaxis of migraine.

Methysergide is currently indicated in the prophylaxis of migraine headache, cluster headache and also
in the treatment of diarrhoea caused by carcinoid disease (specific wording of the indication may vary
from product to product).

Methysergide containing products are currently authorised in the following EU countries: Belgium,
France, the Netherlands and the United Kingdom.

In 2011, a French national pharmacovigilance review reported serious cases of valvulopathy,
pulmonary, pleural and retroperitoneal fibrosis associated with methysergide containing medicinal
products. Based on this, France considered that the benefit risk balance of methysergide containing
products should be reviewed and triggered a referral under Article 31 of Directive 2001/83/EC.

Efficacy

The CHMP has considered the totality of the available data on the safety and efficacy of methysergide.
For the indication “prophylaxis of migraine”, data were submitted from randomised, double-blind,
placebo-controlled studies®'?3#. The results of these studies are suggestive of the efficacy of
methysergide compared to placebo in the prophylaxis of migraine. In addition, further trials comparing
methysergide with placebo or comparators were also presented, some of which also showed efficacy of
methysergide compared to placebo in this indication®® 7. The CHMP highlighted that these results
should be taken with caution as these studies are old and generally not carried out with the current up-
to-date methodology®.

The CHMP also noted that methysergide is included in the latest recommendations of migraine
preventive treatments of the European Federation of Neurological Societies (EFNS; 2009)° as drug of
third choice for migraine prophylaxis for short-term use only, and in the latest French
recommendations of 2013 as Grade B or C (probably effective) for migraine prophylaxis®.

Considering the overall data available, the CHMP is of the opinion that there is some evidence of
clinically significant efficacy of methysergide in the prophylactic treatment of severe and debilitating
migraine.
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With regard to the indication “cluster headache”, the applicant referred to a review'! which suggested
the prophylactic efficacy of methysergide, particularly for the episodic form of cluster headache and to
a study? where 69% of cluster headache patients reported to have good to excellent results. Two
studies, one observational and one prospective, reported less convincing evidence®® where around
26% patients had satisfactory, good or excellent outcomes. In a more recent review'#, methysergide
and verapamil were cited as the most useful treatments of the episodic form of cluster headache.

The CHMP noted that the clinical trial evidence for the efficacy of methysergide as a prophylactic
treatment for cluster headache is less robust compared to the evidence for migraine prophylaxis and
that the majority of studies have a number of limitations.

The CHMP further noted that methysergide is included as second choice treatment in the latest
recommendations of cluster headache preventive treatments of the EFNS (2006)'° and is also included
in the list of preventive therapies for cluster headache in recently published guidelines®17-8 In
addition, the CHMP noted that methysergide is recommended by experts as a rescue treatment,
reserved for patients in whom other treatments have failed.

No data was submitted in support of efficacy of methysergide in the “treatment of diarrhoea caused by
carcinoid disease”, and it is therefore considered that efficacy in this indication has not been
demonstrated. In this respect, the CHMP took note of the fact that one of the marketing authorisation
holders of the products for which this indication is approved informed the CHMP of their intention to
voluntarily withdraw the indication “diarrhoea caused by carcinoid syndrome”.

The CHMP acknowledged the advice of the Scientific Advisory Group (SAG) which was convened in
September 2013 during which the experts discussed, based on their clinical experience, whether it is
possible to define a population for which there is a therapeutic need for oral methysergide-containing
products when standard treatment for these indications have been ineffective. Based on the clinical
experience of headache experts, the SAG considered that there is a small proportion of the populations
suffering from migraine and from cluster headache that seems to benefit from treatment with
methysergide, when previous treatments have failed.

The CHMP further took note of third party interventions received from patients and healthcare
professionals during the assessment, highlighting the importance of maintaining availability of this
product to a population that, albeit small, has few or no therapeutic alternatives for a debilitating
condition.

Safety

In order to evaluate the safety of methysergide, the CHMP considered data from literature and safety
database including spontaneous and literature reports.

The incidence rates of valvular and pulmonary fibrosis in patients treated with methysergide was
shown to be similar to those of the general population®2%21:22 However, these results should be taken
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with caution as methods of detection of fibrosis used in these studies are not sensitive enough, in
particular for valvular fibrosis. The real incidence rate might be under-estimated and the risk of fibrosis
is probably higher. Regarding the risk of retroperitoneal fibrosis, there is evidence of increased risk in
patients treated with methysergide (200 versus 1.3 per 100 000 patients)?3:24,

Existing data seems to show that fibrosis development is not related to patient age. In addition,
development of fibrosis appears to be correlated to treatment duration, as most patients developed
fibrotic events after long-term therapy (at least one year). However, cases have also been reported
with treatment duration up to six months, so occurrence of fibrosis with short-term treatment cannot
be excluded. The majority of patients (92.4%) who developed fibrosis received daily doses of
methysergide within the currently recommended (< 6 mg/day).

Taking into account the number of fibrosis cases reported and the probable under reporting, the risk of
fibrotic reactions associated with methysergide cannot be excluded. The CHMP noted that fibrosis can
be a life-threatening event and that some of the retroperitoneal fibrotic reactions reported are very
severe (ureter fibrosis, bilateral uretic stenting, bilateral nephrostomy etc.).

The CHMP noted that the mechanistic basis for the fibrosis appears to be well-founded, and fits with
the known association between methysergide use and fibrosis, which has been reported with respect of
valvular heart disease since the mid-1960s. Since fibrotic reactions are believed to be associated with
persistent agonist activation of the 5-HT,g receptor, long-term treatment with methysergide will
expose patients to the potential for tissue fibrosis mediated by its principal active metabolite,
methylergometrine. Therefore, the potential causal association between fibrotic reactions and
methysergide cannot be excluded.

The CHMP considered the view of the SAG which recommended some measures to be taken in order to
minimise the risk of fibrotic reactions when prescribing methysergide. These included restricted
duration of treatment, optimal dose of treatment, specialist supervision and information for prescribing
physicians and patients’ organisation. The SAG also considered that patients should be monitored at
baseline and every six months while on treatment (heart ultrasound, abdominal magnetic resonance
imaging (MRI), pulmonary function tests) in order to be able to identify all fibrosis before severe and
potentially irreversible reactions have occurred.

Overall, the CHMP considered that methysergide seems to benefit a small patient population of
migraine and cluster headache patients. However, in view of the demonstrated risk of fibrosis,
adequate risk minimisation measures should be put in place. The indication should be restricted to
patients with functional disability in whom other treatments have failed. The CHMP also recommended
that methysergide treatment should be initiated and supervised by specialised physicians with
experience in the treatment of migraine and cluster headache. Warnings on the risk of fibrosis should
be included in the product information, alongside measures to monitor patients for development of
fibrosis, and these should also be communicated to prescribers and patients using educational
material.

Benefit-risk balance

Having considered the overall data provided by the MAH in writing, the CHMP concluded that the
benefit-risk balance of methysergide is favourable in:
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e the prophylactic treatment of severe intractable migraine (with or without aura) with functional
disability in adults.
Methysergide is to be used only following unsuccessful treatment with other standard classes of
drugs after sufficient treatment duration (at least 4 months) at the maximal tolerated dose.
Serious intolerance or contra-indication to a first line drug is regarded as treatment failure.
Methysergide is not effective for treating a migraine attack that is already present.

e the prophylactic treatment of episodic and chronic cluster headache in adults.
Patients should have failed at least 2 classes of drugs before starting methysergide. The
minimal duration of treatment before concluding failure is 2 months.

This is subject to the agreed warnings, other changes to the product information and additional risk
minimisation measures.

Regarding the indication “treatment of diarrhoea caused by carcinoid disease”, the CHMP concluded
that the benefit-risk balance is negative as there is a clearly demonstrated risk of fibrosis but no
evidence of benefit.



Grounds for variation to the terms of the marketing authorisations

Whereas

e The CHMP considered the procedure under Article 31 of Directive 2001/83/EC for methysergide
containing medicinal products.

e The Committee reviewed all available data on the efficacy and safety of methysergide containing
medicinal products, in particular with regard to the risk of fibrotic reactions.

¢ The Committee considered that a causal association between methysergide and fibrotic reactions is
likely based on available data (mainly relating to retroperitoneal fibrosis). Such adverse effects
may be serious and in some cases irreversible and potentially fatal.

e The Committee noted that there is no evidence of efficacy of methysergide in the treatment of
diarrhoea caused by carcinoid disease, and therefore the potential benefit for patients in this
indication is outweighed by the identified risk.

e The Committee considered that there is some evidence for clinically significant efficacy of
methysergide in the prophylactic treatment of severe, debilitating migraine and cluster headache
for which therapeutic alternatives are limited. In addition, risk minimisation measures can be put in
place to minimise the risk of fibrosis.

e Therefore the CHMP was of the opinion that the benefit-risk balance of methysergide containing
products:

— Is favourable for the prophylactic treatment of severe intractable migraine (with or without
aura) with functional disability in adults.
Methysergide is to be used only following unsuccessful treatment with other standard classes
of drugs after sufficient treatment duration (at least 4 months) at the maximal tolerated dose.
Serious intolerance or contra-indication to a first line drug is regarded as treatment failure.
Methysergide is not effective for treating a migraine attack that is already present.
This is provided that the recommended risk minimisation measures are implemented;

— Is favourable for the prophylactic treatment of episodic and chronic cluster headache in adults.
Patients should have failed at least 2 classes of drugs before starting methysergide. The
minimal duration of treatment before concluding failure is 2 months.

This is provided that the recommended risk minimisation measures are implemented;

— Is not favourable for the treatment of diarrhoea caused by carcinoid disease.

Therefore, in accordance with Article 116 of Directive 2001/83/EC, the CHMP recommends the
variation to the terms of the marketing authorisation for methysergide containing medicinal products
referred to in Annex I.



