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The Scottish Medicines Consortium (SMC) has completed its assessment of the above 
product and advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on 
its use in NHS Scotland. The advice is summarised as follows: 
 

ADVICE: following a full submission  
 

clostridium botulinum neurotoxin type A (Xeomin) is accepted for use within NHS 
Scotland for the symptomatic management of blepharospasm and cervical dystonia of a 
predominantly rotational form (spasmodic torticollis) in adults. 
 
For both indications, a similar improvement in symptoms has been shown compared to 
another clostridium botulinum neurotoxin type A.   
 

 
Overleaf is the detailed advice on this product.  

 

 
 
Chairman,  

Scottish Medicines Consortium 
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Indication  
For the symptomatic management of blepharospasm and cervical dystonia of a 
predominantly rotational form (spasmodic torticollis) in adults. 
 

Dosing information  
The optimum dosage and number of injection sites in the treated muscle should be 
determined by the physician individually for each patient.  A titration of the dose should be 
performed.  Reconstituted drug is intended for intramuscular injection. 
 

Product availability date  
06 March 2008 
 

 

Summary of evidence on comparative efficacy 

 
Cervical dystonia and blepharospasm are chronic movement disorders. Botulinum 
neurotoxin type A is a highly potent toxin which blocks cholinergic transmission at the 
neuromuscular junction by presynaptic blockade of acetylcholine release. This results in 
dose-dependent paralysis of the extrafusal musculature and hence reductions in muscle 
tone. The effect is only temporary, lasting about three to four months, as, over time, new 
nerve terminals develop so that muscle activity returns.  
 
For each indication, efficacy was supported by a phase III, randomised, double-blind, active 
controlled study comparing the study drug with another botulinum toxin type A complex 
(Botox

®
). Patients recruited in both studies had to have a documented stable therapeutic 

response to the comparator and were allowed to be on other medication for focal dystonia 
treatment. A single dose, equivalent to the pre-trial doses given, was applied at the baseline 
visit and there was a control visit, for assessment, with a final visit by week 16. 
 
For the study in patients with blepharospasm, 304 patients were enrolled and the primary 
efficacy endpoint was the change from baseline in the Jankovic Rating Scale (JRS) sum 
score at control visit (which was at 3 weeks), in the treated per protocol population (n=256).  
The JRS ranges from 0 to 8 points and includes two categories, severity and frequency, 
each with 5 rating classes of 0 to 4 points. The higher the score, the more severe and more 
frequent the symptoms. Non-inferiority was to be demonstrated if the upper 95% confidence 
bound was <0.8 points of the JRS. A secondary analysis of the primary outcome was the 
change from baseline of the JRS sum score at the final visit. Other secondary variables were 
assessed and included a functional scale for patients, patient evaluation of global response, 
duration of treatment effect, patient evaluation of time to onset and waning of treatment 
effect and a global assessment of efficacy by the investigator. 
 
In the intent to treat population, the 148 study group patients received a mean total dose of 
41 units, while those in the comparator group (152 patients) received a mean total dose of 
42 units. With regard to the primary efficacy endpoint, both treatment groups showed a 
decrease in the JRS sum score at the control visit, signifying an improvement in symptoms 
of blepharospasm during this period. The mean (± standard deviation) decrease in the study 
group score (129 patients) was 2.8±2.0; in the comparator group (127 patients), the mean 
was 2.6±2.0. Non-inferiority was demonstrated. There were no statistically significant 
differences between treatments for any of the secondary efficacy variables. For the JRS sum 
score at final visit, the mean improvement had fallen to 0.8±1.8 and 0.7±1.3 for the study 
and comparator drugs respectively. For the patient evaluation of global response, mean 
scores were significantly different from 0 at both visits, indicating that all patients reported 
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marked improvement of their symptoms. There were no differences in duration of effect, 
time to onset or waning of treatment effect between the 2 groups. In both groups, median 
duration of effect was 110 days, median time to onset of effect was 4 days and median time 
to waning of effect was 11 weeks. 
 
In the study for patients with cervical dystonia, 466 patients were enrolled. There were some 
additional inclusion criteria, including a minimum of 10 weeks since treatment with the 
comparator and some minimum requirements for scores on the Toronto Western Spasmodic 
Torticollis Rating Scale (TWSTRS), used for assessment of efficacy. The primary efficacy 
variable was the change from baseline in the TWSTRS severity score, observed at the 
control visit, at day 28, in the TPP population. The TWSTRS severity score ranges from 0 to 
35 points. Non-inferiority was to be demonstrated if the upper 95% confidence bound of the 
mean difference between treatment effects was <1.3 points on the TWSTRS severity score. 
Some secondary efficacy parameters were TWSTRS severity score at the final visit, visual 
analogue scale (VAS) pain scores (on a scale of 0 to 100mm) at the control and final visits 
and the time to onset, waning of effect and duration of effect. 
 
There was no difference between treatment groups in the mean dose administered in each 
of several muscles. In the 420 patients analysed, in each of the treatment groups, the 
TWSTRS-severity score was significantly reduced at the control visit, as compared to the 
baseline observations. In the study drug group (213 patients), the mean decrease was 
6.6±4.1 points; in the comparator group, the decrease was 6.4±3.9 points. Non-inferiority 
was demonstrated. Again, no relevant differences in any secondary efficacy variables 
between the treatment groups were observed. The TWSTRS-severity score at final visit 
decreased from baseline by 1.8±3.4 in the study group, as against 1.8±3.8 in the comparator 
group. It can be seen that the mean values indicate a waning of effect as compared to the 
control visit. The mean decreases in VAS pain score at control visit were 8.8 and 11.8 for 
study drug and comparator respectively; these became 1.4 and 4.5 by the final visit, 
respectively. However, as already stated, there was no significant difference between 
groups. The onset of effect was 7 days for both treatments; waning of effect took 10 weeks 
for both groups and the duration of effect was around 95 days for both of the treatment 
groups. 
 

Summary of evidence on comparative safety 

 
In the study in patients with blepharospasm, ptosis was the most frequent adverse event, 
occurring in 6.1% of those receiving the study drug and in 4.5% receiving the comparator. All 
cases were judged to be treatment related. Treatment-related xerophthalmia was reported in 
3 (2.0%) of patients in the study drug group. Abnormal vision was reported in 2 (1.4%) 
patients treated with the study drug and 5 (3.2%) of those treated with the comparator.  
Photophobia was reported in 2 (1.4%) of the study drug patients only. Back pain occurred in 
2 (1.4%) and 4 (2.6%) of the patients in the study drug and comparator groups, respectively. 
Three patients receiving study drug and 5 receiving the comparator reported a serious 
adverse event. 
 
In the study in patients with cervical dystonia, the most frequently adverse event reported 
was dysphagia, with 25 (10.8%) of the study group patients and 19 (8.2%) of comparator 
group patients experiencing the symptom. Skeletal pain and back pain were next most 
frequent, at 3.5% and 2.2% for the study drug group and 2.2% and 0.9% for the comparator 
respectively. Serious adverse events were reported in 4 patients receiving the study drug 
and 5 receiving the comparator. 
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Summary of clinical effectiveness issues 

 
Conventional botulinum neurotoxin type A-complex products are highly effective however 
contain a significant load of associated complexing proteins which are of unknown clinical 
significance.  There is wide recognition that repeated doses of foreign proteins increase the 
risk of developing neutralising antibodies leading to treatment failure. The study drug is 
entirely free from complexing proteins, thus the cumulative lifetime foreign protein load is 
significantly reduced and the immunogenic potential of the study drug is expected to be low. 
However, no results were shown to illustrate this, indeed these were single dose studies, 
and so no clinical significance can be attributed to this assumption. 
 
No patients in the trials were treatment naïve; all already had a stable response to the 
comparator.  Thus no patients received the study drug as an initial treatment, as it may be 
used in practice. 
 
The Summary of Product Characteristics (SPC) states that Xeomin should be used for only 
one injection and for only one patient.  Experts advise that they routinely share vials of other 
botulinum neurotoxin products between patients in the clinic setting. 
 
This product does not require to be refrigerated prior to reconstitution, unlike other similar 
products, which should be an advantage for transportation and local storage arrangements. 
 

Summary of comparative health economic evidence 

 
The manufacturer submitted a cost-minimisation analysis comparing botulinum neurotoxin A 
(Xeomin) to two alternative comparator preparations of botulinum neurotoxin A. A variety of 
scenarios was presented based on different assumptions about the use of particular vial 
sizes of comparator preparations in Scotland. The results showed that Xeomin was cheaper 
for all doses of 75 units and above and for doses below that under certain assumptions. 
 
Vial sharing is precluded by the SPC of some preparations but further calculations suggest 
that so long as the ratio of the comparator dose for one of the preparations to Xeomin was 
4:1 equivalence or greater, then Xeomin would be cheaper. Overall the health economic 
case was considered to have been made. 
 

Summary of patient and public involvement 

 
Patient Interest Group Submissions were received from: 

• The Dystonia Society 

• Action for Dystonia, Diagnosis, Education & Research (ADDER) 
 

Additional information: guidelines and protocols 

 
The European Federation of Neurological Societies produced a systematic review on the 
diagnosis and treatment of primary (idiopathic) dystonia and dystonia plus syndromes. The 
guidelines state that “Botulinum toxin type A (or type B if there is resistance to type A) can 
be regarded as first-line treatment for primary cranial (excluding oromandibular) or cervical 
dystonia and can be effective in writing dystonia.” 
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The National Institute for Health and Clinical Excellence (NICE) has published two 
interventional procedures on the topic of dystonia. In August 2006, guidance on deep brain 
stimulation for tremor and dystonia (excluding Parkinson's disease) [IPG188] was published.  
It does not discuss the use of botulinum toxin. The second interventional procedure 
guidance published by NICE in 2004 covers selective peripheral denervation for cervical 
dystonia [IPG080]. It refers to botulinum toxin as a standard of care: “Standard treatment for 
cervical dystonia includes physiotherapy, drugs to reduce spasm, injections of botulinum 
toxin, and brain surgery.” 
 
The Royal College of Physicians produced guidelines on the use of botulinum toxin in the 
management of spasticity in adults in 2002. 
 

Additional information: previous SMC advice 

 
After review of a full submission, the Scottish Medicines Consortium (SMC) issued advice on 
12

th
 March 2007 that clostridium botulinum type A toxin (Dysport®) is not recommended 

for use within NHS Scotland for the treatment of focal spasticity, including arm symptoms 
associated with focal spasticity, in conjunction with physiotherapy. Dysport® produces a 
localised reduction in muscle tone in patients with post-stroke upper limb spasticity and 
can improve patient disability at 16 weeks. It continues to be effective after repeated 
administrations with no new adverse events apparent. However, patient numbers in the 
clinical studies were small and the benefits modest. The economic case has not been 
demonstrated. 
 
After review of a resubmission, the Scottish Medicines Consortium (SMC) issued advice on 

10
th
 May 2004 that clostridium botulinum toxin A (Botox) is not recommended for use 

within NHS Scotland for the treatment of focal spasticity, including the treatment of wrist 
and hand disability due to upper limb spasticity, associated with stroke in adults. Botox® 
produces a localised reduction in muscle tone in patients with post-stroke hand and wrist 
spasticity and improves disability at least up to 12 weeks. However, there is currently 
very little direct evidence of cost effectiveness of this approach. 
 

Additional information: comparators  

 
Comparators used are the other botulinum toxin type A drugs, Botox and Dysport, and the 
botulinum toxin type B, NeuroBloc.  The unit doses for each preparation are not 
interchangeable and thus dose used varies.  Doses are taken from the Summary of Product 
Characteristics.  Treatment of blepharospasm is usually repeated no more frequently than 
every 12 weeks.  For cervical dystonia, the period between treatment sessions should be at 
least 10 weeks (specified for Xeomin) or every 12 weeks (for Dysport).  
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Cost of relevant comparators 

 
For the treatment of blepharospasm: 

Drug Dose regimen Cost per treatment 

(£) 

Xeomin * No more than 100 units every 12 weeks 120 

Dysport ** Usually 60-120 units approximately every 
12 weeks 

164 

Botox  No more than 100 units every 12 weeks  72-129 
 
Doses are for general comparison and do not imply therapeutic equivalence. Costs from eVadis on 4

th
 

March 2008. * Cost is calculated from an anticipated list price. ** Cost from Monthly Index of Medical 
Specialities, February 2008.  
Costs are for the treatment of two eyes 
.  

For the treatment of cervical dystonia: 

Drug Dose regimen Cost per treatment 
(£) 

Xeomin * Usually up to 200 units (maximum 300 
units) 

up to 240 to 360 

Botox  Usually up to 200 units up to 258 

Dysport** 250 to 1,000 units approximately every 12 
weeks 

164 to 329 

Neurobloc ** 5,000 to 10,000 units  148-198 
Doses are for general comparison and do not imply therapeutic equivalence. Costs from eVadis on 4

th
 

March 2008. * Cost is calculated from an anticipated list price. ** Cost from Monthly Index of Medical 
Specialities, February 2008. 

 

Additional information: budget impact 

 
The manufacturer estimated a direct budget impact for Xeomin

®
 for the cervical dystonia 

indication of £32.5K in 2008 for 34 patients treated with Xeomin (3% of all patients treated) 
rising to £163K by 2012 for 171 patients treated with Xeomin (15% of all patients treated).  
 
For the blepharospasm indication a direct budget impact for Xeomin

®
 is estimated at £2K in 

2008 for 9 patients treated with Xeomin (4% of all patients treated) rising to £6K by 2012 for 
26 patients treated with Xeomin (12% of all patients treated). For this indication there is an 
implicit assumption of vial sharing in the budget impact calculations.  
 
The net budget impact after estimated savings from reduced use of other botulinum 
neurotoxin type A products in the indications is a net saving of up to £24K by year 5 for the 
cervical dystonia indication, and a net saving of up to 1K by year 5 for the blepharospasm 
indication.  
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Advice context: 

 
No part of this advice may be used without the whole of the advice being quoted in full.  

 
This advice represents the view of the Scottish Medicines Consortium and was arrived at 
after careful consideration and evaluation of the available evidence. It is provided to inform 
the considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 
determining medicines for local use or local formulary inclusion. This advice does not 
override the individual responsibility of health professionals to make decisions in the exercise 
of their clinical judgement in the circumstances of the individual patient, in consultation with 
the patient and/or guardian or carer. 

 
This assessment is based on data submitted by the applicant company up to and including 
11 April 2008. 
 

Drug prices are those available at the time the papers were issued to SMC for consideration. 
These have been confirmed from the eVadis drug database.    
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