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Teriflunomide for treating relapsing forms of multiple sclerosis [ID548] 
 

Consultee and commentator comment form 
 

Please use this form for submitting your comments on the draft scope and provisional 
matrix of consultees and commentators. It is important that you complete and return this 
form even if you have no comments otherwise we may chase you for a response. 
 
Enter the name of your organisation here: Multiple Sclerosis Trust 
 
Comments on the draft scope 
 
The remit is the brief for an appraisal and has been formally referred to NICE by the 
Department of Health. Appendix A contains the remit. The draft scope, developed from the 
remit outlines the question that the appraisal will answer. 

 
Please submit your comments on the draft scope using the table below. Please take note of 
any questions that have been highlighted in the draft scope itself (usually found at the end 
of the document). 
 
If you have been asked to comment on documents for more than one proposed 
appraisal, please use a separate comment form for each topic, even if the issues are 
similar. 
 
If you do not have any comments to make on the draft scope, please state this in the box below. 
 

      

 

Comment 1: the draft scope 

Section Notes Your comments 

Background 
information 

Consider the accuracy and 
completeness of this information. 

Background information does not capture the 
impact of MS on work and family life.  People 
with MS are commonly diagnosed between 
the ages of 20 and 40 and may live with MS 
for 30-40 years.  The variable nature of MS 
means that people given a diagnosis of MS 
and their families face many years of 
uncertainty.  The disease can have a 
significant impact on work and family life, 
both for the individual and for informal carers. 

 

Symptom list: should include pain.  
Weakness should be amended to disturbance 
to muscle tone including weakness or 
spasticity. 
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Pharmacological treatment: Natalizumab is 
also licensed for people who continue to have 
relapses despite treatment with beta 
interferon or glatiramer acetate, ie it is a first 
line and second line treatment.  

The 
technology/ 
intervention 

Is the description of the technology 
or technologies accurate?  

The description of the technology should 
include that  teriflunomide is also in clinical 
trial for clinically isolated syndrome (CIS). 

Population Is the population defined 
appropriately? Are there groups 
within this population that should be 
considered separately? 

Depending on marketing authorisation,  the 
populations likely to be treated with 
teriflunomide include treatment naïve, those 
who have not responded to prior disease 
modifying therapies (DMTs), those with 
intolerable side effects to DMTs.  In clinical 
trials, teriflunomide appears to have 
approximately equivalent efficacy at reducing 
relapse rates compared to current first line 
treatments (beta interferons and glatiramer 
acetate). 

Highly active RRMS and rapidly evolving 
severe RRMS are artificial subgroups defined 
for the purpose of drug licensing and are not 
a clinical subgroup.  The published data does 
not include in-depth analysis of these sub-
groups. 

Depending on marketing authorisation, the 
population may need to include people with 
clinically isolated syndrome (CIS), for which 
teriflunomide is also in clinical trials. 

Comparators Is this (are these) the standard 
treatment(s) currently used in the 
NHS with which the technology 
should be compared? Can this (one 
of these) be described as ‘best 
alternative care’? 

As in our previous responses to DMT 
Technology Appraisals, we continue to 
challenge the inclusion of best supportive 
care with no disease modifying treatment in 
the list of comparators.  

Best supportive care with no DMT is the least 
desirable and least common option for 
managing relapsing-remitting MS (RRMS), 
reserved largely for when all disease 
modifying therapies are poorly tolerated or 
the person with MS has expressed a strong 
and enduring preference for no treatment.   
Research evidence supports the treatment of 
people with RRMS early in the disease to 
prevent axonal damage and irreversible 
disability.  Current practice in the 
management of RRMS is active and 
acknowledges that even if people with MS 
continue to have relapses while on therapy, 
they may still be deriving benefit from the 
treatment. 

There is no clinical definition of "best 
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supportive care" for people with RRMS. 
Indeed, most clinicians would now assert that 
best supportive care for eligible patients is 
actually first line treatment with a DMT.  The 
only circumstance that we would support the 
use of best supportive care would be as part 
of a  blended comparator.  A blended 
comparator would consist of a combination of 
the proportion of those on available DMTs 
and an accurate proportion of those also 
receiving best supportive care - in research 
carried out by Dr Eli Silber, this would 
represent approximately 5 per cent of the 
population.  This would be a better reflection 
of the reality of the management of MS, 
which in clinical practice is a combination of 
both DMTs and care.  A consensus statement 
representing the views of the MS Trust, MS 
Society and UKMSSNA on the use of best 
supportive care as a comparator is attached 
in Appendix A. 

 

In the case of CIS (clinically isolated 
syndrome), we support the inclusion as a 
comparator of best supportive care with no 
disease modifying treatment.  

Outcomes  Will these outcome measures 
capture the most important health 
related benefits (and harms) of the 
technology? 

Relapses have a significant impact on daily 
life eg work, family commitments, leisure 
activities. It is this aspect of relapse control 
which has greatest relevance to patients, 
rather than clinical measures.  The outcome 
measures should reflect the wider social and 
economic impact of MS relapses eg days of 
work lost, change in employment status. 

 

Patient reported outcome measures PROMS 
shoud be included. 

 

There is no indication how severity of 
relapses would be measured. 

 

Symptoms of multiple sclerosis should reflect 
the list of symptoms given in the Background 
section. 

 

Disability progression is not included in the 
outcomes.  Data on this outcome is being 
collected in current DMT clinical trials, 
although there has been variation in how this 
outcome has been measured.  Also, two year 
trial data may not be a sufficiently long time-
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frame to give adequate confidence that this is 
a legitimate outcome for the DMTs. 

 

There is no indication how freedom from 
disease activity would be measured.  This is 
a relatively new concept in DMT treatments 
and should not be included in appraisals until 
there is clinical consensus on what freedom 
from disease activity constitutes.  

 

Time to clinically definite MS and evidence of 
clinically silent disease activity, measured by 
MRI, would be necessary if CIS is included in 
the marketing authorisation.    

Economic 
analysis 

Comments on aspects such as the 
appropriate time horizon. 

Economic analysis does not take into account 
the societal costs of relapses.  Relapses have 
a significant impact on the ability to work or 
undertake normal daily activities.  This is 
likely to lead to time off work (and potentially 
loss of employment) both for the person with 
MS and informal carers, resulting in a loss of 
productivity. 

 

Data on impact on healthcare utilisation, for 
example hospital admissions, for people 
treated with teriflunomide compared with 
placebo has been generated.  Where 
appropriate and feasible, this data should be 
included in the economic analysis.  

Equality NICE is committed to promoting 
equality of opportunity, eliminating 
unlawful discrimination and fostering 
good relations between people with 
particular protected characteristics 
and others.  Please let us know if 
you think that the proposed remit 
and scope may need changing in 
order to meet these aims.  In 
particular, please tell us if the 
proposed remit and scope:  

 could exclude from full 
consideration any people protected 
by the equality legislation who fall 
within the patient population for 
which [the treatment(s)] is/are/will 
be licensed;  

 could lead to recommendations 
that have a different impact on 
people protected by the equality 
legislation than on the wider 
population, e.g. by making it more 
difficult in practice for a specific 
group to access the technology;  

 could have any adverse impact on 
people with a particular disability or 

no comments 
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Section Notes Your comments 
disabilities.   

Please tell us what evidence should 
be obtained to enable the 
Committee to identify and consider 
such impacts. 

Other 
considerations 

Suggestions for additional issues to 
be covered by the proposed 
appraisal are welcome. 

We are pleased that the four new DMTs 
(dimethyl fumarate, alemtuzumab, 
teriflunomide and laquinimod) are to be 
appraised as STAs as this will ensure timely 
appraisal of each of the treatments as soon 
as they have been licensed.  

The terms of the license granted to a drug will 
have an impact on the guidance issued by 
NICE.  In MS, this has created de-facto 
patient sub-groups (eg highly active despite 
treatment or rapidly evolving severe) which 
may not reflect clinical reality or the true 
complexity of prescribing.  There is 
considerable risk that this landscape could be 
further complicated as each of these four 
drugs goes through appraisal separately.  
First and second lines may not be easily 
demarcated.  This could potentially be made 
worse by appraising the drugs singly.  
Opportunities to make a rational and 
comprehensive view of the DMTs may be lost 
or else have a disproportionate impact on 
those drugs which are appraised last.  

Current NICE guidance for some of the DMTs 
is predicated on prior treatment with one of 
several (but not all) of the current first line 
treatments.  If additional drugs are approved 
for use in the NHS as first line treatments, 
this could create perverse constraints on 
access to 2nd or 3rd line treatments.  This 
could potentially have a negative impact on 
patients for whom the most important issue is 
getting access to the right drug at the right 
time and not experiencing needless, 
avoidable and potentially burdensome delay. 
There is the prospect of increased choice but 
also increased complexity for patients and 
clinicians in weighing up the benefit and risk 
and making the best choice for each 
individual.  It is crucial to do all that is 
possible to maximise clarity and minimise 
needless complexity. We would welcome 
consideration of the impact of any appraisals 
on all current NICE guidance.  

Clarification of the relationship between any 
or all of the drugs being appraised to the 
currently available DMTs would be welcome, 
including new and current sub-groups.  
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Can NICE indicate how it proposes to 
manage the STA process for these new 
DMTs to avoid the introduction of additional 
constraints and ensure that those drugs 
licensed later are not disadvantaged? 

Can NICE indicate how it proposes to 
manage the increasing complexity of the 
prescribing landscape for DMTs? 

People who are stable on an injectable DMT 
should not be excluded from switching to an 
oral treatment if, following discussions with 
their neurologist, this is considered 
appropriate.  The requirement for long-term 
injections places a burden on patients and 
can lead to reduced adherence.  Self-
injecting DMTs is painful, causes anxiety and 
stress; can lead to skin reactions and 
complications at injection sites; may be 
difficult for people whose manual dexterity is 
limited, requiring help from carers and 
families; imposes restrictions on travel.  

Innovation Do you consider the technology to 
be innovative in its potential to make 
a significant and substantial impact 
on health-related benefits and how it 
might improve the way that current 
need is met (is this a ‘step-change’ 
in the management of the 
condition)? 
Do you consider that the use of the 
technology can result in any 
potential significant and substantial 
health-related benefits that are 
unlikely to be included in the QALY 
calculation?  

Please identify the nature of the data 
which you understand to be 
available to enable the Appraisal 
Committee to take account of these 
benefits. 

Depending on marketing authorisation, 
teriflunomide may be the first oral first-line 
treatment.  Existing first-line disease 
modifying treatments are all injected; the 
specific benefits of an oral route of 
administration for should be taken into 
account. 

Questions for 
consultation 

 Please answer any of the questions 
for consultation if not covered in the 
above sections. If appropriate, 
please include comments on the 
proposed process this appraisal will 
follow (please note any changes 
made to the process are likely to 
result in changes to the planned 
time lines). 

The draft scope poses the question "How 
should best suppportive care be defined?" 

This reflects the fact that there is no clinical 
definition of "best supportive care" for people 
with RRMS; indeed, most clinicians would 
assert that best supportive care for eligible 
patients is actually first line treatment with a 
DMT. 

People with MS often have limited access to 
services if they are not on a DMT; those on 
DMTs are more likely to be seen at regular 
intervals by an MS neurologist and MS 
specialist nurse and any symptoms actively 
managed, resulting in reduced unplanned 
hospital admissions. 
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The use of DMTs is being justified at an 
increasingly early stage and in pre-MS 
syndromes such as clinically isolated and 
radiologically isolated syndromes. 

A consensus statement representing the 
views of the MS Trust, MS Society and 
UKMSSNA on the use of best supportive care 
as a comparator is attached in Appendix A. 

 

People who are stable on an injectable DMT 
should not be excluded from switching to an 
oral treatment if, following discussions with 
their neurologist, this is considered 
appropriate.  The requirement for long-term 
injections places a burden on patients and 
can lead to reduced adherence.  Self-
injecting DMTs is painful, causes anxiety and 
stress; can lead to skin reactions and 
complications at injection sites; may be 
difficult for people whose manual dexterity is 
limited, requiring help from carers and 
families; imposes restrictions on travel.  

Any additional comments on the draft scope 

      

 

Comment 2: provisional matrix of consultees and commentators 

The provisional matrix of consultees and commentators (Appendix B) is a list of organisations 
that we have identified as being appropriate to participate in this proposed appraisal. If you 
have any comments on this list, please submit them in the box below. 

Please tell us what evidence should be obtained to enable the Committee to identify and 
consider such impacts. If you do not have any comments to make on the provisional matrix of 
consultees and commentators, please cross this box:  

Comments on the provisional matrix of consultees and commentators 

      

 

Comment 3: regulatory issues (for manufacturers to complete) 

Section Notes Your comments 

Remit Does the wording of the remit reflect 
the current or proposed marketing 
authorisation? If not, please suggest 
alternative wording. 
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Current or 
proposed 
marketing 
authorisation 

 What are the current indications for 
the technology? 

      

What are the planned indications for 
the technology? 

      

FOR EACH PLANNED 
INDICATION: 

      

 What is the target date (mm/yyyy) 
for regulatory submission?  

      

Which regulatory process are you 
following? 

      

What is the anticipated date 
(mm/yyyy) of CHMP positive opinion 
(if applicable) and regulatory 
approval? 

      

Please indicate whether the 
information you provide concerning 
the proposed marketing 
authorisation is in the public domain 
and if not when it can be released.  
All commercial in confidence 
information must be highlighted and 
underlined. 

      

Economic 
model 
software 

NICE accepts executable economic 
models using standard software, 
that is, Excel , DATA,  R or 
WinBUGs.  Please indicate which 
software will be used.  If you plan to 
submit a model in a non-standard 
package, NICE, in association with 
the ERG, will investigate whether 
the requested software is 
acceptable, and establish if you 
need to provide NICE and the ERG 
with temporary licences for the non 
–standard software for the duration 
of the appraisal. NICE reserves the 
right to reject economic models in 
non-standard software 

      

 
 
Please return this form, preferably by e-mail, to TACommB@nice.org.uk by 5pm on 13 March 
2013. 
 
Where email is not possible, please copy this completed form onto a CD-ROM and send to 
jeremy powell, Project Manager, NICE, 10 Spring Gardens, London, SW1A 2BU to arrive on or 
before the deadline.  Further contact details are 020 7045 2248.  

mailto:TACommB@nice.org.uk

