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: Rishma.Malde@nice.org.uk

Procedure Name: IP770/3 Insertion of endobronchial valves for
lung volume reduction in emphysema

Name of Specialist Advisor: Anthony De Soyza

Specialist Society: British Thoracic Society

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?

X Yes.
[] No. If no, please enter any other titles below.

Comments:

2 Your involvement in the procedure

2.1 s this procedure relevant to your specialty?

= 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:

This may be done by respiratory medicine experts AND/OR thoracic surgery experts.
Ideally patient assessment should be done in a COMBINED MDT

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

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

] | do this procedure regularly.

Comments:

| have inserted over 30 valves in 5-10 patients

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.

X | 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:

Almost exclusive to respiratory medicine and thoracic surgery

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).

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

O 0O O KX

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):
X 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:

Pretty widely used and is now had a number of large scale trials

3.2 What would be the comparator (standard practice) to this procedure?
No treatment or surgical lung volume reduction. The latter isn’t a direct comparison

and frailer patients not suitable for surgery would be suitable for valves

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

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

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

Comments:

Im aware the company have limited support to less than 20 centres across whole of
UK

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)

Displacement, pneumothorax, haemoptysis, failure to occlude airways, pneumonia,
post valve bronchiectasis

2. Anecdotal adverse events (known from experience)

3. Theoretical adverse events

Worsening of hypercapnia and piulmonary hypertension (these should be exIcluded
from

4.2 What are the key efficacy outcomes for this procedure?

Quality of Life,6 minute walk distance, FEV1

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

Are the improvements in QoL within NICE envelope?

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

Training and case selection- how to insert valves is not especially complex but
selecting which patients to valve is

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

BTS has recently started a registry of ALL lung volume reduction

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).

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

There are some doubts on how to best select cases and still a feeling that patchy
emphysema patients get a better response than those with homogenous



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). Please
suggest the most appropriate method of measurement for each:

FEV1, SGRQ quality of life
5.2 Adverse outcomes (including potential early and late complications).
Please state timescales for measurement e.g. bleeding complications up to 1

month post-procedure:

Pneumothorax < 30 days, bleeding within 7 days,

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

I think centres will expand to 20 to 40 overall in UK

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:

Prob 40 centres is enough

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:
| would anticipate less than 10,000 cases over a 3 year period



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.

¥ I 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:

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).



Consultancies or directorships attracting regular or occasional
payments in cash or kind

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

X O XUOKX O OOKXOKXO

[ X O

X

YES
NO
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:

| have received funding and grants from many pharma companies for research into

bronchiectasis. | have not received any funding relating to endobronchial valves

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 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.



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.

10



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: Rishma.Malde@nice.org.uk

Procedure Name: IP770/3 Insertion of endobronchial valves for
lung volume reduction in emphysema

Name of Specialist Advisor: Dr NS Hopkinson

Specialist Society: British Thoracic Society

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?

X Yes.
[] No. If no, please enter any other titles below.

Comments:

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:

In some places it is carried out by physicians who are interventional bronchoscopists,
in others by thoracic surgeons — this reflects local practice/interests and is not a
matter of controversy.

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:

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

] | do this procedure regularly.

Comments:

I have been working in this area since the first clinical trials in 2001 and assisted at a
few procedures, but my role has been in patient selection and evaluating the
clinical/physiological response.

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:

| lead the Advanced COPD MDT which evaluates people at a weekly meeting for this
procedure.

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).



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

[] I have had no involvement in research on this procedure.
L] Other (please comment)
Comments:

| was Chief investigator in the NIHR funded BeLieVeR-HIFi trial of endobronchial
valves and am CI for the CELEB trial comparing valve placement to LVRS.

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:

The indications for the treatment are established including a responder phenotype.

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

Lung volume reduction surgery — of note the vast majority of COPD patients who
would benefit from LVRS or valve placement are never identified because of an
absence of established clinical pathways.

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.

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

Comments:

There are up to 20 sites in the UK involved.

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)

Pneumothorax [1, 2] — this occurs in 15 to 20% of properly selected patients (the rate
is lower where patients are not selected for the absence of collateral ventilation but in
those patients the procedure is anyway ineffective). These usually respond to
conventional treatment and are not a long term problem but occasional fatalities have
been reported. For this reason valve recipients need to be observed as in-patients for
at least 3 nights post-procedure.

Exacerbation like events are common but not usually serious.
Distal pneumonia in the target lobe is rare.

Valves may be expectorated and require replacement or may need to have their
position adjusted.

2. Anecdotal adverse events (known from experience)
Nil in addition

3. Theoretical adverse events
Nil

4.2 What are the key efficacy outcomes for this procedure?

Lung function: spirometry (FEV1) and reduction in gas trapping - typically residual
volume(RV) or functional residual capacity (FRC) or RV as a proportion of total lung
capacity (RV/TLC ratio).

Health status: using measures such as the COPD assessment test score (CAT) or St
George’s Respiratory Questionnaire.

Exercise capacity: measured using a walking tests (incremental or endurance shuttle
walk test, 6 minute walk test) or cycle ergometry.

The procedure reduces dynamic hyperinflation[3], improves chest wall synchrony[4]
and oxygen kinetics during exercise[5].

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

The efficacy in appropriately selected patients (those with hyperinflation and absent
interlobar collateral ventilation) has been established in a number of RCT's [2, 6, 7].
The duration of benefits is unclear but it is likely that it persists altering the natural
history of the condition.

From follow up data comparing responders to non-responders (people with
radiological change) effectively those with or without collateral ventilation) a



significant survival benefit has been observed.[8, 9][German registry data —
unpublished except in abstract form]

The relative effects in the longer term compared to LVRS are not yet established so
there is equipoise for the two procedures in individuals who are suitable for both. The
CELERB trial is addressing this.

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

A COPD multidisciplinary meeting including radiology, chest physicians and thoracic
surgery input should be mandatory.

The procedure itself can be done under sedation or general anaesthetic and require
appropriate arrangements for these to be delivered safely.

Operators need to be able to
(i) Use the Chartis system (balloon occludes the target airway and pressure/flow
is recorded to identify presence or absence of collateral ventilation). If
collateral ventilation is present valve placement will be ineffective.
(i) Place valves

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

Six-month data from both the TRANSFORM and IMPACT trials were presented at
the ATS in Washington May 2017 suggesting clinically relevant benefit..
https://www.sttinfo.fi/tiedote/new-data-from-two-multi-center-randomized-clinical-
trials-demonstrate-that-zephyr-endobronchial-valves-deliver-benefit-to-both-
heterogeneous-and-homogenous-emphysema-patients-without-collateral-
ventilation?publisherld=58763726&releaseld=60753564

The NIHR- RFPB funded CELEB trial in the UK is comparing valves to LVRS and
expected to complete by the end of 2019. http://www.isrctn.com/ISRCTN19684749

The UK Lung Volume Reduction Register (UKLVR) is an observational study
allowing participating centres to upload data on both bronchoscopic and surgical
procedures for emphysema. http://www.isrctn.com/ISRCTN16371361

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).

See above re German registry data by Daniela Gomplemann in abstract only

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



No — there is some variation in whether it is being done under sedation or GA. The
major issue is ensuring that there are proper referral pathways in place and an MDT
system to evaluate patients properly.

5 Audit Criteria

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

The most efficient way to deliver this would be to make participation in the UKLVR
registry a condition for centres to be approved to perform valve placement.

Selection:

Case discussed in MDT

(non) Smoking status documented

Undergone pulmonary rehabilitation

CT scan reviewed re appropriate pattern of emphysema and interlobar fissures,
absence of ling fibrosis.

Plethysmographic lung volumes (TLC above 120% RV above 170%)

Gas transfer in safe area (TLco and Kco not both below 20%)

5.1 Outcome measures of benefit (including commonly used clinical
outcomes, both short and long - term; and quality-of-life measures). Please
suggest the most appropriate method of measurement for each:

Outcomes at three months:

Lung function (spirometry, lung vilumes)

CT appearance (atelectasis)

Change in walk distance ISWT or ESWT or 6MWT)
Change in health status measure (CAT score)

5.2 Adverse outcomes (including potential early and late complications).
Please state timescales for measurement e.g. bleeding complications up to 1
month post-procedure:

Pneumothorax (out to 3 months though majority happen in first few days)
Valve expectoration requiring replacement

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

The delay so far has been around reimbursement — it will be important to ensure that
it is carried out only in centres who are doing the evaluation properly. If valves are
placed in the wrong patients (e.g. with collateral ventilation or without hyperinflation)
there will be cos but no benefit. Centres doing it must also be able to evaluate/offer
LVRS which remains the established therapy and is at present the only option for
these patients if they do have collateral ventilation).

I would expect it to reach several hundred patients per year [10, 11].

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.

0O 0O X O

Cannot predict at present.

Comments:

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:

Probably one percent of COPD patients (there are 1.3 million on QOF registers in the
UK) will be eligible for this. By improving lung function and effectively “turning the
clock back” the intervention may reduce health resource utilisation eg hospital
admissions.

German data suggest a cost per QALY 25,000 Euros.

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.



Z | 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 [l YES
payments in cash or kind X NO
Fee-paid work — any work commissioned by the healthcare industry — [ ] YES
this includes income earned in the course of private practice 5 NO
Shareholdings — any shareholding, or other beneficial interest, in shares [ ] YES
of the healthcare industry 1 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 I NO
Investments — any funds that include investments in the healthcare [] YES
industry I 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? X NO
Do you have a non-personal interest? The main examples are as follows:
Fellowships endowed by the healthcare industry (] YES
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).



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

11



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.
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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: Rishma.Malde@nice.org.uk

Procedure Name: IP770/3 Insertion of endobronchial valves for
lung volume reduction in emphysema

Name of Specialist Advisor: Professor Michael Steiner

Specialist Society: British Thoracic Society

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?

X Yes.
[] No. If no, please enter any other titles below.

Comments:

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:

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:

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:

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.

| 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.

0 X O 0O

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):
X 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:

Whilst | think this is becoming routinely offered as part of a range of lung volume
reduction therapies offered by specialist centres, | do think there are substantial
uncertainties about safety and efficacy. This is particularly the case in comparison
with the reference procedure (lung volume reduction surgery).

3.2 What would be the comparator (standard practice) to this procedure?
Lung Volume reduction surgery.

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:

Still largely delivered by specialist centres and should not be undertaken without the
support of a LVR MDT (including surgeon, physician and radiologist).

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)
Infection distal to the valve

Pneumothorax

Valve migration or need for replacement

Death

Lack of distal atelectasis.

See reports of clinical trials (eg IMPACT Valipour et al AJRCCM 2016, BiLeVeR
Davey etal Lancet 2015 + others).

2. Anecdotal adverse events (known from experience)

Expectoration of the valve

3. Theoretical adverse events

4.2 What are the key efficacy outcomes for this procedure?

Reduction in lung volume
Improvement in exercise performance
Improvement in breathlessness

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

Lack of distal atelectasis was a common cause of failure of efficacy in initial trials.
This has been largely offset by development of diagnostics to detect collateral lobar
ventilation (the presence of which indicates a high chance of treatment failure) by
bronchscopic methods (CHARTIS) or examination of lobar fissure integrity on CT.
However, treatment failure due to lack of atelectasis may still occur.

It is still uncertain whether there is equivalent of better efficacy (and safety)
compared to conventional LVRS. This is being investigated in an ongoing clinical trial
(CELEB) funded by the NIHR (I am a co-investigator).

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

The procedure should only be undertaken in specialist centres with an established
MDT (including respiratory physician, thoracic surgeon and radiologist) in place that
ensures that a clinical judgement about the suitability of the patient can be made and
that the standard alternative (surgery) is available. The operator can be an
interventional pulmonologist (with appropriate experience and training) but ideally is
supported onsite by thoracic surgery.



The service needs to be supported by high quality diagnostics; specifically CT
imaging, Radionuclide lung imaging, lung physiology including body
plethysmography, cardiac imaging and exercise testing (laboratory or field testing).

Patients should have access to prompt and effective pulmonary rehabilitation as this
has been shown to be an important measure to improve fitness (and therefore the
safety of the procedure) and ensure the patient can make an informed choice about
treatment based on their highest achievable physical function.

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

CELEB: Lung volume reduction in COPD - surgery vs endobronchial valves ISRCTN
19684749

UK Lung Volume reduction therapy registry ISRCTN16371361

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).

None | am aware of

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 main concern is potential for procedure to be offered without backing of a
properly constituted LVR MDT

Shared patient decision making should be assisted by completion of pulmonary
rehabilitation before decision is made if possible

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). Please
suggest the most appropriate method of measurement for each:

e Lung volume (by body plethysmography)
o Radiological evidence of atelectasis (CXR or CT)
e Reduction in self reported breathlessness (using MRC scale)



o Exercise performance and task related breathlessness (laboratory or field
exercise test eg maximal cycle ergometry test, Incremental shuttle walk test,
6 minute walk test)

o Health status (disease specific eg CAT, CRQ, SGRQ) or generic eg EuroQol

5.2 Adverse outcomes (including potential early and late complications).
Please state timescales for measurement e.g. bleeding complications up to 1
month post-procedure:

Treatment failure (absence of atelectasis) CXR or CT up to 6 months
Pneumothorax up to 1 month

Respiratory infection up to 1 month

Bleeding up to 1 month

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

The potential eligible population is large given the high prevalence of COPD and
relative lack of efficacy of other therapies. At the moment there is no systematic
screening for eligibility in the UK and access is therefore patchy.

It is uncertain how many patient with potential eligibility (significant disability and
hyperinflation) would be suitable for the procedure. | would expect use of the
procedure to gradually increase partly because there is a general perception

amongst respiratory specialists that lung volume reduction surgery is high risk
(although there is evidence that this is not the case — see Greening et al ERJ 2017).

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

] Most or all district general hospitals.

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

[] Fewer than 10 specialist centres in the UK.

] Cannot predict at present.

Comments:

Likely to be relatively few specialist centres where a suitable MDT can be formed
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.

i | 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 I NO
Fee-paid work — any work commissioned by the healthcare industry — [l YES
this includes income earned in the course of private practice I NO
Shareholdings — any shareholding, or other beneficial interest, in shares [ ] YES
of the healthcare industry I 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 I 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? X NO
Do you have a non-personal interest? The main examples are as follows:
Fellowships endowed by the healthcare industry (] YES
X NO
Support by the healthcare industry or NICE that benefits his/her Xl 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:

| am co-investigator on a NIHR funded clinical trial comparing EBV and LVRS which
is currently in progress. My institution receives grant income in lieu of trial expenses
and investigator time from this grant.

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 ‘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).



1.1

1.2

211

21.2

213

21.5

2.2

2.21

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 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.
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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.
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