NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
Interventional Procedures Programme

Specialist Adviser questionnaire

Before completing this questionnaire, please read Conflicts of Interest for Specialist
Advisers. Certain conflicts exclude you from offering advice, however, please return
the questionnaire to us incomplete for our records.

Please respond in the boxes provided.

Please complete and return to: tristan.mckenna@nice.org.uk

Procedure Name: IP746/2 Intramuscular diaphragm stimulation for
ventilator-dependent chronic respiratory failure
due to neurological disease

Name of Specialist Advisor: Dr TL Williams

Specialist Society: Association of British Neurologists

1 Do you have adequate knowledge of this procedure to provide advice?

Yes.

] No — please return the form/answer no more questions.

1.1 Does the title used above describe the procedure adequately?

Yes.

[ ] No. Ifno, please enter any other titles below.

Comments:

As suggested in the brief description provide in the accompanying email, phrenic
nerve function must be largely or wholly intact for this intervention to be effective

2 Your involvement in the procedure

2.1 s this procedure relevant to your specialty?

Yes.



Is there any kind of inter-specialty controversy over the procedure?

] No. If no, then answer no more questions, but please give any information
you can about who is likely to be doing the procedure.

Comments:

| am familiar with this intervention in the context of MND. There is significant
controversy or difference of opinion regarding the benefits or otherwise of this
intervention in that disorder. Two well conducted randomised trials (UK & France)
failed to demonstrate benefit, and indeed suggested harm in MND. Advocates of this
intervention in MND (based mainly in the US) dispute that conclusion and the data
from those trials.

The next 2 questions are about whether you carry out the procedure, or refer
patients for it. If you are in a specialty that normally carries out the procedure
please answer question 2.2.1. If you are in a specialty that normally selects or
refers patients for the procedure, please answer question 2.2.2.

2.2.1 If you are in a specialty that does this procedure, please indicate your
experience with it:

| have never done this procedure.
[] | have done this procedure at least once.

] | do this procedure regularly.

Comments:

I have not undertaken this procedure personally, but have referred patients for the
procedure in the context of a randomised trial in MND. | have attended theatre for the
conduct of this procedure and am familiar with what it entails.

2.2.2 If your specialty is involved in patient selection or referral to another
specialty for this procedure, please indicate your experience with it.

] | have never taken part in the selection or referral of a patient for this
procedure.

| have taken part in patient selection or referred a patient for this procedure at
least once.

] | take part in patient selection or refer patients for this procedure regularly.

Comments:

6-8 referrals in the context of an randomised trial of this procedure in MND

2.3 Please indicate your research experience relating to this procedure
(please choose one or more if relevant):



[]

I have done bibliographic research on this procedure.

] I have done research on this procedure in laboratory settings (e.g. device-
related research).

I have done clinical research on this procedure involving patients or healthy
volunteers.

] I have had no involvement in research on this procedure.

] Other (please comment)

Comments:

See above

3 Status of the procedure

3.1 Which of the following best describes the procedure (choose one):
] Established practice and no longer new.

] A minor variation on an existing procedure, which is unlikely to alter the
procedure’s safety and efficacy.

Definitely novel and of uncertain safety and efficacy.

[] The first in a new class of procedure.

Comments:

This is not really a novel procedure and may well be of benefit in static neurological
disease. However, its role in progressive disease remains controversial and of
uncertain benefit

3.2 What would be the comparator (standard practice) to this procedure?
Difficult to be definite her. | guess continued external mechanical ventilation or

phrenic nerve stimulation

3.3 Please estimate the proportion of doctors in your specialty who are doing
this procedure (choose one):

] More than 50% of specialists engaged in this area of work.
L] 10% to 50% of specialists engaged in this area of work.
Fewer than 10% of specialists engaged in this area of work.
[] Cannot give an estimate.

Comments:



4 Safety and efficacy
4.1 What is the potential harm of the procedure?

Please list adverse events and major risks (even if uncommon) and, if possible,
estimate their incidence, as follows:
1. Adverse events reported in the literature (if possible please cite literature)

I can only comment in the context of MND where this intervention actualy caused
harm and reduced survival for reasons which remain unclear. Of course as well as
the risks of the intervention itself there are also thos of GA and any intra-abdominal
laproscopic procedure (infection, intra-abdominal injury/damage etc)

2. Anecdotal adverse events (known from experience)

None experienced

3. Theoretical adverse events
?

4.2 What are the key efficacy outcomes for this procedure?

Reduction in dependency on external mechanical ventilation
Survival
QoL

4.3 Are there uncertainties or concerns about the efficacy of this procedure?
If so, what are they?

| can only comment in the context of MND — please see comments in section 2.1.
Again | stress this should really only be considered where phrenic nerve function is or

is largely intact, and probably not in progressive (neuro)degenerative disease.

4.4 What training and facilities are needed to do this procedure safely?

The laparoscopic surgery per say is straightforward. Finding the “sweet spot” of the
diaphragm takes a little time and patience but is not in and of ins self technically
difficult. Tuning the battery powered stimulator takes time, but is akin to “tuning” deep
brain stimulators (DBS) for patients with movement disorders. A relatively

straightforward skill set to acquire.

4.5 Are there any major trials or registries of this procedure currently in
progress? If so, please list.



Not to my knowledge. Uncertain if registry/prospective data collection in the US for
MND pts.

4.6 Are you aware of any abstracts that have been recently presented/
published on this procedure that may not be listed in a standard literature
search, for example PUBMED? (This can include your own work). If yes,
please list.

Please note that NICE will do a literature search: we are only asking you
for any very recent or potentially obscure abstracts and papers. Please
do not feel the need to supply a comprehensive reference list (but you
may list any that you think are particularly important if you wish).

No. Multiple abstracts presented at MND/ALS symposium over the last 5-8 years.

4.7 Is there controversy, or important uncertainty, about any aspect of the
way in which this procedure is currently being done or disseminated?

See comments above — pertinent to MND practise.
5 Audit Criteria

Please suggest a minimum dataset of criteria by which this procedure could be
audited.

5.1 Outcome measures of benefit (including commonly used clinical
outcomes, both short and long - term; and quality-of-life measures):
Survival

Operative complications

Dependency on mechanical ventilation

5.2 Adverse outcomes (including potential early and late complications):

No comment

6 Trajectory of the procedure
6.1 In your opinion, how quickly do you think use of this procedure will
spread?

Cannot comment

6.2 This procedure, if safe and efficacious, is likely to be carried out in
(choose one):

] Most or all district general hospitals.

[] A minority of hospitals, but at least 10 in the UK.
] Fewer than 10 specialist centres in the UK.
Cannot predict at present.



Comments:

Difficult to comment. If becomes accepted practice ten | suspect small number of
specialist centres (75-15).

6.3 The potential impact of this procedure on the NHS, in terms of numbers
of patients eligible for treatment and use of resources, is:

[] Major.

[] Moderate.

Minor.

Comments:

7 Other information

71 Is there any other information about this procedure that might assist

NICE in assessing the possible need to investigate its use?

8 Data protection and conflicts of interest

8. Data protection, freedom of information and conflicts of interest
8.1 Data Protection

The information you submit on this form will be retained and used by the NICE and
its advisers for the purpose of developing its guidance and may be passed to other
approved third parties. Your name and specialist society will be published in NICE
publications and on the NICE website. The specialist advice questionnaire will be
published in accordance with our guidance development processes and a copy will
be sent to the nominating Specialist Society. Please avoid identifying any individual
in your comments.

e | have read and understood this statement and accept that personal information

sent to us will be retained and used for the purposes and in the manner specified
above and in accordance with the Data Protection Act 1998.

8.2 Declarations of interest by Specialist Advisers advising the NICE
Interventional Procedures Advisory Committee



Nothing in your submission shall restrict any disclosure of information by NICE that is
required by law (including in particular, but without limitation, the Freedom of
Information Act 2000).

Please submit a conflicts of interest declaration form listing any potential conflicts of
interest including any involvement you may have in disputes or complaints relating to
this procedure.

Please use the “Conflicts of Interest for Specialist Advisers” policy as a guide when
declaring any conflicts of interest. Specialist Advisers should seek advice if needed
from the Associate Director — Interventional Procedures.

Do you or a member of your family' have a personal pecuniary interest? The main
examples are as follows:

Consultancies or directorships attracting regular or occasional [ ] YES
payments in cash or kind NO
Fee-paid work — any work commissioned by the healthcare industry — (] YES
this includes income earned in the course of private practice NO
Shareholdings — any shareholding, or other beneficial interest, in shares [ ] YES
of the healthcare industry NO
Expenses and hospitality — any expenses provided by a healthcare ] YES
industry company beyond those reasonably required for accommodation,
meals and travel to attend meetings and conferences NO
Investments — any funds that include investments in the healthcare [ ] YES
industry NO
Do you have a personal non-pecuniary interest — for example have you ] YES
made a public statement about the topic or do you hold an office in a
professional organisation or advocacy group with a direct interest in the
topic? NO
Do you have a non-personal interest? The main examples are as follows:
Fellowships endowed by the healthcare industry [l YES
NO
Support by the healthcare industry or NICE that benefits his/her [] YES
position or department, eg grants, sponsorship of posts
NO

If you have answered YES to any of the above statements, please describe the
nature of the conflict(s) below.

Comments:

Thank you very much for your help.

1 ‘Family members’ refers to a spouse or partner living in the same residence as the member
or employee, children for whom the member or employee is legally responsible, and adults for
whom the member or employee is legally responsible (for example, an adult whose full power
of attorney is held by the individual).



Dr Tom Clutton-Brock, Interventional Professor Carole Longson, Director,
Procedures Advisory Committee Chair Centre for Health Technology
Evaluation.

Jan 2016
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Conflicts of Interest for Specialist Advisers

Declarations of interest by Specialist Advisers advising the NICE
Interventional Procedures Advisory Committee

Any conflicts of interest set out below should be declared on the
questionnaire the Specialist Adviser completes for the procedure.

Specialist Advisers should seek advice if required from the Associate Director
— Interventional Procedures.

Personal pecuniary interests

A personal pecuniary interest involves a current personal payment to a
Specialist Adviser, which may either relate to the manufacturer or owner of a
product or service being evaluated, in which case it is regarded as ‘specific’
or to the industry or sector from which the product or service comes, in which
case it is regarded as ‘non-specific’. The main examples are as follows.

Consultancies — any consultancy, directorship, position in or work for the
healthcare industry that attracts regular or occasional payments in cash or
kind (this includes both those which have been undertaken in the 12 months
preceding the point at which the declaration is made and which are planned
but have not taken place).

Fee-paid work — any work commissioned by the healthcare industry for
which the member is paid in cash or in kind (this includes both those which
have been undertaken in the 12 months preceding the point at which the
declaration is made and which are planned but have not taken place).

Shareholdings — any shareholding, or other beneficial interest, in shares of
the healthcare industry that are either held by the individual or for which the
individual has legal responsibility (for example, children, or relatives whose
full Power of Attorney is held by the individual). This does not include
shareholdings through unit trusts, pensions funds, or other similar
arrangements where the member has no influence on financial management.

Expenses and hospitality — any expenses provided by a healthcare industry
company beyond that reasonably required for accommodation, meals and
travel to attend meetings and conferences (this includes both those which
have been undertaken in the 12 months preceding the point at which the
declaration is made and which are planned but have not taken place.

Investments — any funds which include investments in the healthcare
industry that are held in a portfolio over which individuals have the ability to
instruct the fund manager as to the composition of the fund.

No personal interest exists in the case of:

assets over which individuals have no financial control (for example, wide
portfolio unit trusts and occupational pension funds) and where the fund
manager has full discretion as to its composition (for example, the
Universities Superannuation Scheme)

accrued pension rights from earlier employment in the healthcare industry.



3.1

3.1.1

3.1.2

3.1.5

3.2
3.2.1

3.2.2
4

Personal family interest

This relates to the personal interests of a family member and involves a
current payment to the family member of the Specialist Adviser. The interest
may relate to the manufacturer or owner of a product or service being
evaluated, in which case it is regarded as ‘specific’, or to the industry or
sector from which the product or service comes, in which case it is regarded
as ‘non-specific’. The main examples include the following.

Any consultancy, directorship, position in or work for a healthcare industry
that attracts regular or occasional payments in cash or in kind.

Any fee-paid work commissioned by a healthcare industry for which the
member is paid in cash or in kind.

Any shareholdings, or other beneficial interests, in a healthcare industry
which are either held by the family member or for which an individual covered
by this Code has legal responsibility (for example, children, or adults whose
full Power of Attorney is held by the individual).

Expenses and hospitality provided by a healthcare industry company (except
where they are provided to a general class of people such as attendees at an
open conference)

Funds which include investments in the healthcare industry that are held in a
portfolio over which individuals have the ability to instruct the fund manager
as to the composition of the fund.

No personal family interest exists in the case of:

assets over which individuals have no financial control (for example, wide
portfolio unit trusts and occupational pension funds) and where the fund
manager has full discretion as to its composition (for example, the
Universities Superannuation Scheme)

accrued pension rights from earlier employment in the healthcare industry.

Personal non-pecuniary interests

These might include, but are not limited to:

4.1

4.2

4.3

4.4

5.1

a clear opinion, reached as the conclusion of a research project, about the
clinical and/or cost effectiveness of an intervention under review

a public statement in which an individual covered by this Code has expressed
a clear opinion about the matter under consideration, which could reasonably
be interpreted as prejudicial to an objective interpretation of the evidence

holding office in a professional organisation or advocacy group with a direct
interest in the matter under consideration

other reputational risks in relation to an intervention under review.
Non-personal interests

A non-personal interest involves payment that benefits a department or
organisation for which a Specialist Advisor is responsible, but that is not
received by the Specialist Advisor personally. This may either relate to the
product or service being evaluated, in which case it is regarded as ‘specific,’
or to the manufacturer or owner of the product or service, but is unrelated to
the matter under consideration, in which case it is regarded as ‘non-
specific’. The main examples are as follows.

10



5.1.1

5.1.2

5.2

Fellowships — the holding of a fellowship endowed by the healthcare
industry.

Support by the healthcare industry or NICE - any payment, or other
support by the healthcare industry or by NICE that does not convey any
pecuniary or material benefit to a member personally but that does benefit
his/her position or department. For example:

a grant from a company for the running of a unit or department for which a
Specialist Advisor is responsible

a grant, fellowship or other payment to sponsor a post or member of staff in
the unit for which a Specialist Adviser is responsible. This does not include
financial assistance for students

the commissioning of research or other work by, or advice from, staff who
work in a unit for which the specialist advisor is responsible

one or more contracts with, or grants from, NICE.

Specialist Advisers are under no obligation to seek out knowledge of work
done for, or on behalf of, the healthcare industry within departments for which
they are responsible if they would not normally expect to be informed.

11



NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
Interventional Procedures Programme

Specialist Adviser questionnaire

Before completing this questionnaire, please read Conflicts of Interest for Specialist
Advisers. Certain conflicts exclude you from offering advice, however, please return
the questionnaire to us incomplete for our records.

Please respond in the boxes provided.

Please complete and return to: tristan.mckenna@nice.org.uk

Procedure Name: IP746/2 Intramuscular diaphragm stimulation for
ventilator-dependent chronic respiratory failure
due to neurological disease

Name of Specialist Advisor: Dr A Bentley

Specialist Society: The Intensive Care Society

1 Do you have adequate knowledge of this procedure to provide advice?

X Yes.

] No — please return the form/answer no more questions.

1.1 Does the title used above describe the procedure adequately?

Yes.
X  No. If no, please enter any other titles below.
Comments: | think it would need to specify its use in partial or complete
weaning from ventilation as this will be seen as distinct form patietns with
chronic neurological disease.
It should probably specify chronic neurology disease.

2 Your involvement in the procedure

2.1 s this procedure relevant to your specialty?


http://www.nice.org.uk/Media/Default/About/Who-we-are/Policies-and-procedures/code-of-practice-for-declaring-and-managing-conflicts-of-interest.pdf
http://www.nice.org.uk/Media/Default/About/Who-we-are/Policies-and-procedures/code-of-practice-for-declaring-and-managing-conflicts-of-interest.pdf
mailto:tristan.mckenna@nice.org.uk

X Yes.
X Is there any kind of inter-specialty controversy over the procedure?

] No. If no, then answer no more questions, but please give any information
you can about who is likely to be doing the procedure.

Comments:

Benefit of this procedure remains uncertain in respiratory failure secondary to chronic
neurological conditions outside of spinal injured patients. My experience is based on
its use in a clinical trial setting in Motor Neurone Disease (ALS).

The next 2 questions are about whether you carry out the procedure, or refer
patients for it. If you are in a specialty that normally carries out the procedure
please answer question 2.2.1. If you are in a specialty that normally selects or
refers patients for the procedure, please answer question 2.2.2.

2.2.1 If you are in a specialty that does this procedure, please indicate your
experience with it:

] | have never done this procedure.

X | have done this procedure at least once.
] | do this procedure regularly.
Comments:

| have undertaken and recruited patients to the procedure as part of a clinical trial
(DIPALS study) only.

2.2.2 If your specialty is involved in patient selection or referral to another
specialty for this procedure, please indicate your experience with it.

X | have never taken part in the selection or referral of a patient for this
procedure.

] | have taken part in patient selection or referred a patient for this procedure at
least once.

] | take part in patient selection or refer patients for this procedure regularly.

Comments:

My involvement has been only as part of a clinical trial. | do not currently refer/assess
as part of my routine clinical practice

2.3 Please indicate your research experience relating to this procedure
(please choose one or more if relevant):

] I have done bibliographic research on this procedure.



] | have done research on this procedure in laboratory settings (e.g. device-
related research).

X I have done clinical research on this procedure involving patients or healthy
volunteers.
[] I have had no involvement in research on this procedure.

] Other (please comment)

Comments:

| was a Pl on the DiPALS study

3 Status of the procedure

3.1 Which of the following best describes the procedure (choose one):
] Established practice and no longer new.

] A minor variation on an existing procedure, which is unlikely to alter the
procedure’s safety and efficacy.

X Definitely novel and of uncertain safety and efficacy.

] The first in a new class of procedure.

Comments:

Isolated case reports and conflicting data outcomes from trials in respiratory failure in
degenerative neurological conditions such as motor neurone disease. My view to
date is that it remains of uncertain safety and efficacy.

3.2 What would be the comparator (standard practice) to this procedure?

In ost cases the comparator would be non-invasive ventilation or rarely invasive

tracheostomy ventilation

3.3 Please estimate the proportion of doctors in your specialty who are doing
this procedure (choose one):

] More than 50% of specialists engaged in this area of work.
] 10% to 50% of specialists engaged in this area of work.

] Fewer than 10% of specialists engaged in this area of work.
X Cannot give an estimate.

Comments:



The recent DiPALS study in UK in Motor Neurone Disease did not show a benefit
compared with NIV alone and | am not aware of any of specialists undertaking this as
part of routine practice currently in chronic neurological diseases.

4 Safety and efficacy
4.1 What is the potential harm of the procedure?

Please list adverse events and major risks (even if uncommon) and, if possible,
estimate their incidence, as follows:

1. Adverse events reported in the literature (if possible please cite literature)
Excess mortaltity in clinical trials in ALS.

o Safety and efficacy of diaphragm pacing in patients with respiratory
insufficiency due to amyotrophic lateral sclerosis (DiPALS): a multicentre,
open-label, randomised controlled trial. Lancet Neurol 2015; 14: 883—-892.

e Assistance Publique — Hbpitaux de Paris. Sclérose latérale amyotrophique
(SLA) — maladie de Charcot: I'Assistance Publique—Hépitaux de Paris décide
de mettre un terme a I'étude clinique RespiStim [Assistance Publique —
Hépitaux de Paris stops the “RespiStimALS” clinical trial (“Early stage
amyotrophic lateral sclerosis phrenic stimulation”, NCT01583088)].
www.aphp.fr/contenu/sclerose-laterale-amyotrophique-sla-maladie-de-
charcot-lassistance-publique-hopitaux-de

2. Anecdotal adverse events (known from experience)

Pain, pneumo/capnothorax, respiratory infection, excess mortality in its own right
unrelated to other adverse events.

3. Theoretical adverse events

AS above, decompensated respiratory failure and breathless ness related to
diaphragm pacing

4.2 What are the key efficacy outcomes for this procedure?

Early mortality at tine of insertion as the patietns require a general anaesthetic on
background of chronic neurological disease. Patient selection s therefore key.

Late mortality as a reflection of longr term survival

The clinical trial DIPALS was undertaken in patients selected for NIV with MND. It is
not known whether there would be an advantage if patients are selected earlier to
delay onset of use of NIV. The concern is that repeated electrical stimulation of the
diaphragm may lead to enhance atrophy and progression of diaphragm weakness
rather than prevention o further atrophy.

Secondary outcomes would be quality of life compared with use of NIV for example.

4.3 Are there uncertainties or concerns about the efficacy of this procedure?
If so, what are they?


http://openres.ersjournals.com/lookup/external-ref?link_type=CLINTRIALGOV&access_num=NCT01583088&atom=%2Ferjor%2F1%2F2%2F00073-2015.atom
http://www.aphp.fr/contenu/sclerose-laterale-amyotrophique-sla-maladie-de-charcot-lassistance-publique-hopitaux-de
http://www.aphp.fr/contenu/sclerose-laterale-amyotrophique-sla-maladie-de-charcot-lassistance-publique-hopitaux-de

| have reservations as to its efficacy in context of MND and the uncertainty is whether
this is translatable to other neurological conditions. | think the primary excess
mortality in the studies outlined above raises uncertainty and would make it difficult to
conduct further trials without new technology and potential benfits over the
technology used previously.

4.4 What training and facilities are needed to do this procedure safely?

Needs to be in an established centre managing Respiratory failure in chronic
neurological conditions. It should therefore ideally be in a specialist centre, with
surgeons experienced in laparoscopic surgery and anaesethists experienced in GA
in high risk neurological patients.

4.5 Are there any major trials or registries of this procedure currently in
progress? If so, please list.

As listed above

4.6 Are you aware of any abstracts that have been recently presented/
published on this procedure that may not be listed in a standard literature
search, for example PUBMED? (This can include your own work). If yes,
please list.

Please note that NICE will do a literature search: we are only asking you
for any very recent or potentially obscure abstracts and papers. Please
do not feel the need to supply a comprehensive reference list (but you
may list any that you think are particularly important if you wish).

Not aware of any outside of pubmed search. The two publications | am aware of are
DiPALS study and a more recent French study in Lancet Neurology 2016 in early
ALS which also has an excess mortality and does not delay onset of use of NIV.

4.7 Is there controversy, or important uncertainty, about any aspect of the
way in which this procedure is currently being done or disseminated?

The procedure should not be being carried out currently in routine clinical practice at
least in MND.

5 Audit Criteria
Please suggest a minimum dataset of criteria by which this procedure could be
audited.

5.1 Outcome measures of benefit (including commonly used clinical
outcomes, both short and long - term; and quality-of-life measures):

Early and late mortality, timing from insertion of diaphragm pacing (overall
survival)

Survival by use of NIV In MND

SF36

EQ-5D-3L health state



In weaning from mechanical ventilation, outocmes would be duration of
weaning, complete or partial, use of NIV, and overall survival.

5.2 Adverse outcomes (including potential early and late complications):

Excess mortality compared with e.g use of NIV as main comparator
Respiratory — infection, pneumo/capnothorax, respiratory failure
Pain

Other — progression of underlying disease, wound site infections

6 Trajectory of the procedure
6.1 In your opinion, how quickly do you think use of this procedure will
spread?

I do not think this is a procedure which should be widely disseminated currently given
the publications of trial data in MND, outside of spinal injuries.

6.2 This procedure, if safe and efficacious, is likely to be carried out in
(choose one):

] Most or all district general hospitals.

[] A minority of hospitals, but at least 10 in the UK.

X Fewer than 10 specialist centres in the UK.

] Cannot predict at present.

Comments:

Would be reserved for use in specialist centres with ability to manage

complictaions

6.3 The potential impact of this procedure on the NHS, in terms of numbers
of patients eligible for treatment and use of resources, is:

] Major.

[] Moderate.
X Minor.
Comments:

Low numbers of patients requiring a lot f resources.

7 Other information

71 Is there any other information about this procedure that might assist
NICE in assessing the possible need to investigate its use?



The evidence and information | have provided has been limited to MND but this is the
area in progressive degenerative neurological disease where | am aware it has been
assessed. The evidence to date is not supportive of its use in this condition.

8 Data protection and conflicts of interest

8. Data protection, freedom of information and conflicts of interest
8.1 Data Protection

The information you submit on this form will be retained and used by the NICE and
its advisers for the purpose of developing its guidance and may be passed to other
approved third parties. Your name and specialist society will be published in NICE
publications and on the NICE website. The specialist advice questionnaire will be
published in accordance with our guidance development processes and a copy will
be sent to the nominating Specialist Society. Please avoid identifying any individual
in your comments.

X | have read and understood this statement and accept that personal information
sent to us will be retained and used for the purposes and in the manner specified
above and in accordance with the Data Protection Act 1998.

8.2 Declarations of interest by Specialist Advisers advising the NICE
Interventional Procedures Advisory Committee

Nothing in your submission shall restrict any disclosure of information by NICE that is
required by law (including in particular, but without limitation, the Freedom of
Information Act 2000).

Please submit a conflicts of interest declaration form listing any potential conflicts of
interest including any involvement you may have in disputes or complaints relating to
this procedure.

Please use the “Conflicts of Interest for Specialist Advisers” policy as a guide when
declaring any conflicts of interest. Specialist Advisers should seek advice if needed
from the Associate Director — Interventional Procedures.

Do you or a member of your family’ have a personal pecuniary interest? The main
examples are as follows:

Consultancies or directorships attracting regular or occasional (] YES
payments in cash or kind X NO

1 ‘Family members’ refers to a spouse or partner living in the same residence as the member

or employee, children for whom the member or employee is legally responsible, and adults for
whom the member or employee is legally responsible (for example, an adult whose full power
of attorney is held by the individual).



Fee-paid work — any work commissioned by the healthcare industry —
this includes income earned in the course of private practice

Shareholdings — any shareholding, or other beneficial interest, in shares
of the healthcare industry

Expenses and hospitality — any expenses provided by a healthcare
industry company beyond those reasonably required for accommodation,
meals and travel to attend meetings and conferences

Investments — any funds that include investments in the healthcare
industry

Do you have a personal non-pecuniary interest — for example have you
made a public statement about the topic or do you hold an office in a
professional organisation or advocacy group with a direct interest in the
topic?

Do you have a non-personal interest? The main examples are as follows:

Fellowships endowed by the healthcare industry

Support by the healthcare industry or NICE that benefits his/her
position or department, eg grants, sponsorship of posts

O 0> 0O >0g>0d

x

O >0

X

YES
NO
YES
NO

YES

NO
YES
NO

YES

NO

YES
NO

YES
NO

If you have answered YES to any of the above statements, please describe the

nature of the conflict(s) below.
Comments:

Thank you very much for your help.

Dr Tom Clutton-Brock, Interventional Professor Carole Longson, Director,

Procedures Advisory Committee Chair Centre for Health Technology

Evaluation.

Jan 2016
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Conflicts of Interest for Specialist Advisers

Declarations of interest by Specialist Advisers advising the NICE
Interventional Procedures Advisory Committee

Any conflicts of interest set out below should be declared on the
questionnaire the Specialist Adviser completes for the procedure.

Specialist Advisers should seek advice if required from the Associate Director
— Interventional Procedures.

Personal pecuniary interests

A personal pecuniary interest involves a current personal payment to a
Specialist Adviser, which may either relate to the manufacturer or owner of a
product or service being evaluated, in which case it is regarded as ‘specific’
or to the industry or sector from which the product or service comes, in which
case it is regarded as ‘non-specific’. The main examples are as follows.

Consultancies — any consultancy, directorship, position in or work for the
healthcare industry that attracts regular or occasional payments in cash or
kind (this includes both those which have been undertaken in the 12 months
preceding the point at which the declaration is made and which are planned
but have not taken place).

Fee-paid work — any work commissioned by the healthcare industry for
which the member is paid in cash or in kind (this includes both those which
have been undertaken in the 12 months preceding the point at which the
declaration is made and which are planned but have not taken place).

Shareholdings — any shareholding, or other beneficial interest, in shares of
the healthcare industry that are either held by the individual or for which the
individual has legal responsibility (for example, children, or relatives whose
full Power of Attorney is held by the individual). This does not include
shareholdings through unit ftrusts, pensions funds, or other similar
arrangements where the member has no influence on financial management.

Expenses and hospitality — any expenses provided by a healthcare industry
company beyond that reasonably required for accommodation, meals and
travel to attend meetings and conferences (this includes both those which
have been undertaken in the 12 months preceding the point at which the
declaration is made and which are planned but have not taken place.

Investments — any funds which include investments in the healthcare
industry that are held in a portfolio over which individuals have the ability to
instruct the fund manager as to the composition of the fund.

No personal interest exists in the case of:

assets over which individuals have no financial control (for example, wide
portfolio unit trusts and occupational pension funds) and where the fund
manager has full discretion as to its composition (for example, the
Universities Superannuation Scheme)

accrued pension rights from earlier employment in the healthcare industry.
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Personal family interest

This relates to the personal interests of a family member and involves a
current payment to the family member of the Specialist Adviser. The interest
may relate to the manufacturer or owner of a product or service being
evaluated, in which case it is regarded as ‘specific’, or to the industry or
sector from which the product or service comes, in which case it is regarded
as ‘non-specific’. The main examples include the following.

Any consultancy, directorship, position in or work for a healthcare industry
that attracts regular or occasional payments in cash or in kind.

Any fee-paid work commissioned by a healthcare industry for which the
member is paid in cash or in kind.

Any shareholdings, or other beneficial interests, in a healthcare industry
which are either held by the family member or for which an individual covered
by this Code has legal responsibility (for example, children, or adults whose
full Power of Attorney is held by the individual).

Expenses and hospitality provided by a healthcare industry company (except
where they are provided to a general class of people such as attendees at an
open conference)

Funds which include investments in the healthcare industry that are held in a
portfolio over which individuals have the ability to instruct the fund manager
as to the composition of the fund.

No personal family interest exists in the case of:

assets over which individuals have no financial control (for example, wide
portfolio unit trusts and occupational pension funds) and where the fund
manager has full discretion as to its composition (for example, the
Universities Superannuation Scheme)

accrued pension rights from earlier employment in the healthcare industry.
Personal non-pecuniary interests

These might include, but are not limited to:

41
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5.1

a clear opinion, reached as the conclusion of a research project, about the
clinical and/or cost effectiveness of an intervention under review

a public statement in which an individual covered by this Code has expressed
a clear opinion about the matter under consideration, which could reasonably
be interpreted as prejudicial to an objective interpretation of the evidence

holding office in a professional organisation or advocacy group with a direct
interest in the matter under consideration

other reputational risks in relation to an intervention under review.
Non-personal interests

A non-personal interest involves payment that benefits a department or
organisation for which a Specialist Advisor is responsible, but that is not
received by the Specialist Advisor personally. This may either relate to the
product or service being evaluated, in which case it is regarded as ‘specific,’
or to the manufacturer or owner of the product or service, but is unrelated to
the matter under consideration, in which case it is regarded as ‘non-
specific’. The main examples are as follows.
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Fellowships — the holding of a fellowship endowed by the healthcare
industry.

Support by the healthcare industry or NICE — any payment, or other
support by the healthcare industry or by NICE that does not convey any
pecuniary or material benefit to a member personally but that does benefit
his/her position or department. For example:

a grant from a company for the running of a unit or department for which a
Specialist Advisor is responsible

a grant, fellowship or other payment to sponsor a post or member of staff in
the unit for which a Specialist Adviser is responsible. This does not include
financial assistance for students

the commissioning of research or other work by, or advice from, staff who
work in a unit for which the specialist advisor is responsible

one or more contracts with, or grants from, NICE.

Specialist Advisers are under no obligation to seek out knowledge of work
done for, or on behalf of, the healthcare industry within departments for which
they are responsible if they would not normally expect to be informed.

11



NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
Interventional Procedures Programme

Specialist Adviser questionnaire

Before completing this questionnaire, please read Conilicts of Interest for Specialist
Advisers. Certain conflicts exclude you from offering advice, however, please return
the questionnaire to us incomplete for our records.

Please respond in the boxes provided.

Please complete and return to: tristan.mckenna@nice.org.uk
Procedure Name: IP746/2 Intramuscular diaphragm stimulation for

ventilator-dependent chronic respiratory failure
due to neurological disease

Name of Specialist Advisor: Professor Hanna

Specialist Society: Association of British Neurologists

1 Do you have adequate knowledge of this procedure to provide advice?

l/lZ’ Yes.

O No - please return the form/answer no more questions.

Does the title used above describe the procedure adequately?

1.1
b[Z/ Yes.

[1 No. Ifno, please enter any other titles below.

Comments:

2 Your involvement in the procedure

2.1 Is this procedure relevant to your specialty?

lﬂ‘ Yes.



Il Is there any kind of inter-specialty controversy over the procedure?

O] No. If no, then answer no more questions, but please give any information
you can about who is likely to be doing the procedure.

Comments:

[ Sec a lot of patuds Wjth ACUPMalc. rcip T3l
AM dian 0 pradue but | hare A0t Gded U

The next 2 questions are about whether you carry out the procedure, or refer
patients for it. If you are in a specialty that normally carries out the procedure
please answer question 2.2.1. If you are in a specialty that normally selects or
refers patients for the procedure, please answer question 2.2.2,

2.2.1 If you are in a specialty that does this procedure, please indicate your
experience with it:

LJZ/ | have never done this procedure.
il | have done this procedure at least once.

[0  1do this procedure regularly.
Comments:

2.2.2 If your specialty is involved in patient selection or referral to another
specialty for this procedure, please indicate your experience with it.

’P/ | have never taken part in the selection or referral of a patient for this

procedure.
B | have taken part in patient selection or referred a patient for this procedure at
least once.
|:] | take part in patient selection or refer patients for this procedure regularly.
Comments:

2.3 Please indicate your research experience relating to this procedure
(please choose one or more if relevant):

| have done bibliographic research on this procedure.

O | have done research on this procedure in laboratory settings (e.g. device-
related research).

O | have done clinical research on this procedure involving patients or healthy
volunteers.



H I have had no involvement in research on this procedure.
] Other (please comment)

Comments:

3 Status of the procedure
3.1 Which of the following best describes the procedure (choose one):
O Established practice and no longer new.

] A minor variation on an existing procedure, which is unlikely to alter the
procedure’s safety and efficacy.

y/ Definitely novel and of uncertain safety and efficacy.
] The first in a new class of procedure.

Comments:

Mot Lw‘;&_é; ud A //Zré / Ko /WN/),M(M

3.2 What would be the comparator (standard practice) to this procedure?

Mn Invaiiie Verddaton  CRAP  1P4P

3.3 Please estimate the proportion of doctors in your specialty who are doing
this procedure (choose one):

] More than 50% of specialists engaged in this area of work.
N 10% to 50% of specialists engaged in this area of work.
] Fewer than 10% of specialists engaged in this area of work.
UZ/ Cannot give an estimate.
Comments:
Rar in M W BPvren(
4 Safety and efficacy
4.1  What is the potential harm of the procedure?

Please list adverse events and major risks (even if uncommon) and, if possible,
estimate their incidence, as follows:

1. Adverse events reported in the literature (if possible please cite literature)

Dl“ap/v»dh /)5’14;6'00'&4/ oﬁ%odd/ glej



2. Anecdotal adverse events (known from experience)

More. Lronn

3. Theoretical adverse events

4.2

AL o1

What are the key efficacy outcomes for this procedure?

7ledl twmiin tha, phniT Were Sl

4.3

4.4

4.5

4.6

4.7

5

Are there uncertainties or concerns about the efficacy of this procedure?
If so, what are they?

Veed Tedtsy in T~als
What training and facilities are needed to do this procedure safely?

CAMBEs Tho AT SungEdss (N NTAE

Are there any major trials or registries of this procedure currently in
progress? If so, please list.

Theaw a 12 pultyhr ALy mﬁw

Are you aware of any abstracts that have been recently presented/
published on this procedure that may not be listed in a standard literature
search, for example PUBMED? (This can include your own work). If yes,
please list.

Please note that NICE will do a literature search: we are only asking you
for any very recent or potentially obscure abstracts and papers. Please
do not feel the need to supply a comprehensive reference list (but you
may list any that you think are particularly important if you wish).

GAIA [} et A1 TTor? 20

Is there controversy, or important uncertainty, about any aspect of the
way in which this procedure is currently being done or disseminated?

Ddey (A N-M didea i Ct/l’ll'(ZL{

Audit Criteria

Please suggest a minimum dataset of criterja by which this procedure could be

auc@ [ feen et QLU-‘(J
) Disphns 1 pupon (Yrsep ot U bvithet ML



5.1 Outcome measures of benefit (including commonly used clinical
outcomes, both short and long - term; and quality-of-life measures):

@ /D{' QoL Querti~grt @ Neel 27 M1V )
52 Adverse outcomes (including potential early and late complications):

Y IR EZ N OTL da@ej —dee A\Qﬂ

6 Trajectory of the procedure
6.1 In your opinion, how quickly do you think use of this procedure will
spread?

X0/ As(7/

6.2 This procedure, if safe and efficacious, is likely to be carried out in
(choose one):

[1  Most or all district general hospitals.

I:] A minority of hospitals, but at least 10 in the UK.
l}]/ Fewer than 10 specialist centres in the UK.

] Cannot predict at present.

Comments:
{peatcn Centrs %

6.3 The potential impact of this procedure on the NHS, in terms of numbers
of patients eligible for treatment and use of resources, is:

O] Major.

VIZ/ Moderate.

] Minor.

Comments:

T Cxdpind it (pfimy (it

7.1 Is there any other information about this procedure that might assist
NICE in assessing the possible need to investigate its use?

gc-ﬁﬁ;f Byt (o e, Muxun
2 T TR1A Evidnce



8 Data protection and conflicts of interest

8. Data protection, freedom of information and conflicts of interest
8.1 Data Protection

The information you submit on this form will be retained and used by the NICE and
its advisers for the purpose of developing its guidance and may be passed to other
approved third parties. Your name and specialist society will be published in NICE
publications and on the NICE website. The specialist advice questionnaire will be
published in accordance with our guidance development processes and a copy will
be sent to the nominating Specialist Society. Please avoid identifying any individual
in your comments.

% have read and understood this statement and accept that personal information
sent to us will be retained and used for the purposes and in the manner specified
above and in accordance with the Data Protection Act 1998.

82 Declarations of interest by Specialist Advisers advising the NICE
Interventional Procedures Advisory Committee

Nothing in your submission shall restrict any disclosure of information by NICE that is
required by law (including in particular, but without limitation, the Freedom of
Information Act 2000).

Please submit a conflicts of interest declaration form listing any potential conflicts of
interest including any involvement you may have in disputes or complaints relating to
this procedure.

Please use the “Conflicts of Interest for Specialist Advisers” policy as a guide when
declaring any conflicts of interest. Specialist Advisers should seek advice if needed
from the Associate Director — Interventional Procedures.

Do you or a member of your family' have a personal pecuniary interest? The main
examples are as follows:

Consultancies or directorships attracting regular or occasional ] YES
payments in cash or kind qu NO

Fee-paid work — any work commissioned by the healthcare industry — VZ' YES
this includes income earned in the course of private practice [] NO

Shareholdings — any shareholding, or other beneficial interest, in shares VQ’ YES
of the healthcare industry ] NO

! ‘Family members’ refers to a spouse or partner fiving in the same residence as the member

or employee, children for whom the member or employee is legally responsible, and adults for
whom the member or employee is legally responsible {for example, an adult whose full power
of attorney is held by the individual).



Expenses and hospitality — any expenses provided by a healthcare

industry company beyond those reasonably required for accommodation, O YEs
meals and travel to attend meetings and conferences l)z/‘ NO
Investments — any funds that include investments in the healthcare VZ]' YES
industry (] NO

Do you have a personal non-pecuniary interest — for example have you [] YES
made a public statement about the topic or do you hold an office in a

professional organisation or advocacy group with a direct interest in the

topic? T No

Do you have a non-personal interest? The main examples are as follows:

Fellowships endowed by the healthcare industry ] YES
L[Z‘ NO
Support by the healthcare industry or NICE that benefits his/her [] YES

position or department, eg grants, sponsorship of posts

IJZ’NO

If you have answered YES to any of the above statements, please describe the
nature of the conflict(s) below.

Comments:

Thank you very much for your help.

Dr Tom Clutton-Brock, Interventional Professor Carole Longson, Director,
Procedures Advisory Committee Chair Centre for Health Technology

Evaluation.

Jan 2016



1.1

1.2

211

213

2.1.5

2.2

221

222

Conflicts of Interest for Specialist Advisers

Declarations of interest by Specialist Advisers advising the NICE
Interventional Procedures Advisory Committee

Any conflicts of interest set out below should be declared on the
questionnaire the Specialist Adviser completes for the procedure.

Specialist Advisers should seek advice if required from the Associate Director
— Interventional Procedures.

Personal pecuniary interests

A personal pecuniary interest involves a current personal payment to a
Specialist Adviser, which may either relate to the manufacturer or owner of a
product or service being evaluated, in which case it is regarded as ‘specific’
or to the industry or sector from which the product or service comes, in which
case it is regarded as ‘non-specific’. The main examples are as follows.

Consultancies — any consuitancy, directorship, position in or work for the
healthcare industry that attracts regular or occasional payments in cash or
kind (this includes both those which have been undertaken in the 12 months
preceding the point at which the declaration is made and which are planned
but have not taken place).

Fee-paid work — any work commissioned by the healthcare industry for
which the member is paid in cash or in kind (this includes both those which
have been undertaken in the 12 months preceding the point at which the
declaration is made and which are planned but have not taken place).

Shareholdings — any shareholding, or other beneficial interest, in shares of
the healthcare industry that are either held by the individual or for which the
individual has legal responsibility (for example, children, or relatives whose
full Power of Attorney is held by the individual). This does not include
shareholdings through unit trusts, pensions funds, or other similar
arrangements where the member has no influence on financial management.

Expenses and hospitality — any expenses provided by a healthcare industry
company beyond that reasonably required for accommodation, meals and
travel to attend meetings and conferences (this includes both those which
have been undertaken in the 12 months preceding the point at which the
declaration is made and which are planned but have not taken place.

Investments — any funds which include investments in the healthcare
industry that are held in a portfolio over which individuals have the ability to
instruct the fund manager as to the composition of the fund.

No personal interest exists in the case of:

assets over which individuals have no financial control (for example, wide
portfolio unit trusts and occupational pension funds) and where the fund
manager has full discretion as to its composition (for example, the
Universities Superannuation Scheme)

accrued pension rights from earlier employment in the healthcare industry.
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Personal family interest

This relates to the personal interests of a family member and involves a
current payment to the family member of the Specialist Adviser. The interest
may relate to the manufacturer or owner of a product or service being
evaluated, in which case it is regarded as ‘specific’, or to the industry or
sector from which the product or service comes, in which case it is regarded
as ‘non-specific’. The main examples inciude the following.

Any consuitancy, directorship, position in or work for a healthcare industry
that attracts regular or occasional payments in cash or in kind.

Any fee-paid work commissioned by a healthcare industry for which the
member is paid in cash or in kind.

Any shareholdings, or other beneficial interests, in a healthcare industry
which are either held by the family member or for which an individual covered
by this Code has legal responsibility (for example, children, or adults whose
full Power of Attorney is heid by the individual).

Expenses and hospitality provided by a healthcare industry company (except
where they are provided to a general class of people such as attendees at an
open conference)

Funds which include investments in the healthcare industry that are held in a
portfolio over which individuals have the ability to instruct the fund manager
as to the composition of the fund.

No personal family interest exists in the case of:

assets over which individuals have no financial control (for example, wide
portfolio unit trusts and occupational pension funds) and where the fund
manager has full discretion as to its composition (for example, the
Universities Superannuation Scheme)

accrued pension rights from earlier employment in the healthcare industry.
Personal non-pecuniary interests

These might include, but are not limited to:

4.1

4.2

4.3

44

5.1

a clear opinion, reached as the conclusion of a research project, about the
clinical and/or cost effectiveness of an intervention under review

a public statement in which an individual covered by this Code has expressed
a clear opinion about the matter under consideration, which could reasonably
be interpreted as prejudicial to an objective interpretation of the evidence

holding office in a professional organisation or advocacy group with a direct
interest in the matter under consideration

other reputational risks in relation to an intervention under review.
Non-personal interests

A non-personal interest involves payment that benefits a department or
organisation for which a Specialist Advisor is responsible, but that is not
received by the Specialist Advisor personally. This may either relate to the
product or service being evaluated, in which case it is regarded as ‘specific,’
or to the manufacturer or owner of the product or service, but is unrelated to
the matter under consideration, in which case it is regarded as ‘non-
specific’. The main examples are as follows.
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Fellowships — the holding of a fellowship endowed by the healthcare
industry.

Support by the healthcare industry or NICE - any payment, or other
support by the healthcare industry or by NICE that does not convey any
pecuniary or material benefit to a member personally but that does benefit
his/her position or department. For example:

a grant from a company for the running of a unit or department for which a
Specialist Advisor is responsible

a grant, fellowship or other payment to sponsor a post or member of staff in
the unit for which a Specialist Adviser is responsible. This does not include
financial assistance for students

the commissioning of research or other work by, or advice from, staff who
work in a unit for which the specialist advisor is responsible

one or more contracts with, or grants from, NICE.

Specialist Advisers are under no obligation to seek out knowledge of work
done for, or on behalf of, the healthcare industry within departments for which
they are responsible if they would not normally expect to be informed.
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