NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Interventional Procedures Programme
Procedure Name: Insertion of a sub-retinal implant for
retinitis pigmentosa (1252/1)
Name of Specialist Advisor: Edward Lee PhD FRCOphth

Specialist Society: British and Eire Association of
Vitreoretinal Surgeons

Please complete and return to: azeem.madari@nice.org.uk OR
sally.compton@nice.org.uk

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?

|X| Yes.

|:| No. If no, please enter any other titles below.
Comments:
0] Specifically sub-retinal implants

It should be noted that as well as sub-retinal implants, there is the ARGUS Il
epiretinal implant which is currently in use for the same patient group and with the
same aims.>® With epiretinal implants the device is inserted on the vitreous
surface of the retina rather than under it. The wording of the title of course limits
the evaluation to specifically sub-retinal implants and excludes further
consideration of the principal current competitor.

(i) Patient population.

Retinitis pigmentosa is the most common inherited retinal degeneration
phenotype but the results for surgery are likely to be very similar for patients with
advanced inherited retinal degenerations of other phenotypes. Indeed, the
publically available information about the alpha IMS sub-retinal implant comes
from a single series of 9 patients.”® In this series 7 patients had retinitis
pigmentosa, 1 progressive cone-rod dystrophy and 1 Leber congenital
amaurosis.


mailto:azeem.madari@nice.org.uk
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2 Yourinvolvement in the procedure

2.1 Is this procedure relevant to your specialty?

|E Yes.

D Is there any kind of inter-specialty controversy over the procedure? - No

|:| 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 procedure would be performed by a limited number of Ophthalmologists who have sub-
specialised in vitreoretinal surgery and have the relevant experience and infrastructure
required for the management of such patients. For the alpha IMS implant the assistance of a
Maxillofacial surgeon is typically sought to position the power supply unit in the
retroauricular region.

The next two 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 arein a specialty which does this procedure, please indicate your
experience with it:

& | have never performed this procedure.
D | have performed this procedure at least once.

|:| | perform this procedure regularly.

Comments:

Only a subset of vitreoretinal surgeons will have the training, experience,
infrastructure and colleagues available to perform these procedures. They are likely
to be referred patients by other vitreoretinal surgeons and other ophthalmologists
involved in the care of patients with retinitis pigmentosa — particularly
ophthalmologists with a subspeciality interest in ‘Medical Retina’.

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



|:| I 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 Pleaseindicate your research experience relating to this procedure
(please choose one or more if relevant):

] I have undertaken bibliographic research on this procedure.

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

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

X | have had no involvement in research on this procedure.

] Other (please comment)

Comments:

| have not been involved in research on this procedure. | have however undertaken
research related to retinitis pigmentosa and other research relating to subretinal
surgery. My research and interests are therefore related to the field of retinal
implants and so | have followed the developments whilst not contributing myself.

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 that
procedure’s safety and efficacy.

& Definitely novel and of uncertain safety and efficacy.

|:| The first in a new class of procedure.

Comments:

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

The patients treated to date with the retinal implants have advanced disease for
which there is no established treatment or means to restore vision.



An alternative however to the use of sub-retinal implants is the use of epiretinal
implants. Of note the ARGUS Il epiretinal implant > has received FDA and European
Economic Area approval (CE Mark) and is available commercially in some European
countries. In a trial of 30 patients published in 2012 all were able to perceive light
and benefits in various visual and mobility functions were reported. At least a further
21 patients in Europe have received the implant since. Follow-up reported in the
ARGUS Il trial ranged between 6 months and 2.7 years.

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

D More than 50% of specialists engaged in this area of work.
D 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:

4  Safety and efficacy

4.1 What are the adverse effects of the procedure?

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

1. Theoretical adverse events

e Infection — endophthalmitis. Expected to be more common than with small
incision intraocular procedures i.e. >1/1000

e Erosion through tissues within, or in wall, of the eye (retina, sclera,
conjunctiva). This appears likely in time. Modifications in technique appear
to have helped reduce early erosion through the conjunctiva. Follow-up data
is very limited however and we do not know re longterm
Haemorrhage >1/500

¢ Inflammation (uveitis) — common but treatable
Choroidal neovascularisation (i.e. new growth of blood vessels due to rupture
of Bruch’s membrane) — common but treatable

e Glaucoma — common but treatable

¢ Retinal detachment; will be more than with standard vitreoretinal surgeries
(~2%)

e Thermal injury to neurons — resulting in loss of function over time. Unknown.



2. Anecdotal adverse events (known from experience)
n/a

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

The adverse events reported come from 2 reports of a single trial (references 2 and 3).

9 patients from single centre (Tubingen, Germany)

“1 year follow-up” - However, note that the complete device remained in situ for over one
year on only 2 of these 9 patients

The papers identify that:
1 patient chose to have the part of the implant removed (?when or why)

Of the remaining 8, median dwelling time of visual prostheses was 289 days (range 96-705
days).

It thus appears that 7/9 patients had all or part of the implant removed prior to one year
because of

(i) Technical failure of the device

(i) or Patient wish for removal

Summary of deduced graft longevity. Only 2 of S5,S8 and S9 were in situ after 12 months.

Subject Lifespan of implant in situ Reason for implant failure

S1 Functional failure after ~8months

(S1 is also reported to have an intra-operative Chip corrosion

complication during implant insertion)

S2 Intra-orbital cable break.
S3 Functional failure after 3-9 months Adaption in design for
S4 subsequent patients
S5 ?

gg Functional failure after ~8months Chip corrosion

S8 ?

S9 ?

75 adverse events (including 2xSAE) were reported in the study; only 3 of these were judged
to be not related to the implant. 19 were graded as probable or possible relationship to the
implant.

SAE in the 9 patients:

- raised intraocular pressure following insertion (x1)

- retinal break and detachment (x1)

Both proved treatable but required prolongation of existing hospitalization




Other notable adverse events:

- Conjunctival erosions above the external part of the cable (n=7) and suture erosions
through the conjunctiva (n=4).

These affected 5/9 patients (the conjunctival erosions were recurrent in some subjects). Of
note in the other 4 subjects the external part of the device was primarily covered with a
scleral transplant and there were no conjunctival erosions in these subjects. It would
therefore be of interest to know the duration of the implants in specifically these 4 patients to
judge as to whether the problem of conjunctival erosions has been effectively avoided with a
modification of the technique.

- Retinal breaks (2 patients) - neither of these progressed to retinal detachment

- Retinal vessel leakage (n=9 episodes - paper doesn't clarify how many of the patients
affected) - as identified by fluorescein angiography

- Neovascularisation (1 patient): localised neovascularisation over the power supply without
apparent consequences

- Elevated intraocular pressure (n=8 in 5 patients) - all required additional treatment and
resolved without apparent consequences

Intraoperative and perioperative adverse events.

- 1 patient iatrogenic trauma to optic nerve and choroidal rupture during insertion. Light
perception lost in that eye during study period.

4.2 What are the key efficacy outcomes for this procedure?
1. Improved visual function — light perception, light localisation, motion detection,
acuity, discrimination and recognition tasks

2. Restoration of vision useable for daily life (i.e. assess with standardised tasks
to detect or discriminate objects)

3. Use of implant by patients in every day life (i.e. assess how much implants
used outside laboratory setting)

4. Improved quality of life



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

(i) Longevity of implant

We do not know as yet how well foreign materials will be tolerated in the posterior
segment of the eye. The ARGUS Il epiretinal implant has been monitored for more
than 5 years in patients, and the Alpha-IMS sub-retinal implant for ~18 months so
far.' Itis possible in time that inflammation or erosion reduces sensitivity of the
system or results in damage to related structures.

To the best of my knowledge the efficacy of the alpha_IMS implant implant is only
reported in the literature for up to 9 months following insertion.?

(i) Effect on everyday life.

Patient selection is likely to be of the utmost importance. The quality of life of some
blind patients may be transformed by the restoration of even low or moderate levels
of visual function. Independence and confidence for example may be significantly
enhanced.

However, a concern is that other blind patients have become functionally very well
adjusted. Restoration of low levels of visual function, in which they have to scan
across an object for example because of a small visual field and the image rapidly
fades, may slow them down for some tasks or prove too demanding for the benefits
achieved in everyday life.

(iii) Ease of use
Learning and effort appears to be required by patients to benefit from these devices.
(iv) Quality of vision

The benefit of sub-retinal implants is currently limited by the small field of vision,
contrast sensitivity, spatial resolution and fading of images. Colour vision is not
currently achieved with sub-retinal implants.

4.4 What training and facilities are required to undertake this procedure
safely?

The surgery is a prolonged procedure (6-8 hours) but requires predominantly
standard operating facilities and equipment that are commonly used for vitreoretinal
surgeries.

The surgical steps involved are related to steps used in other complex vitreoretinal
surgeries. The technical requirements of these procedures are unlikely to prove a
major obstacle. A short period of training and subsequent supervision is likely to
prove sufficient.



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

A trial of this device is being run in Oxford and King's College Hospital. The Oxford
portion of the trial (funded by the NIHR and the Oxford BRC) is now fully recruited
with 6 patients having undergone surgery. | understand that similarly 6 patient will or
have been recruited by the King's centre as well.

The device has also been used in Hong Kong.

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, e.g. PUBMED? (This can include your own work). If yes, please
list.

None know

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

None known.

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):

0] Visual function:

Perception of light or not

e Acuity (angular resolution) — as tested by ability to detect stripes/gratings, or
ability to distinguish optotypes (letters/shapes)

e Field of view

e Contrast sensitivity

e Motion discrimination

(ii) Activities of daily living assessments — eg identification, discrimination and
localization of common objects

(iii) Longevity of function



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

Operative complications:
e Rate of suprachoroidal haemorrhage / retinal detachment

Early post-operative:

Endophthalmitis rate

Uveitis

Raised intraocular pressre

Tissue erosion (retina, sclera, conjunctiva)

Late
e Implant failure
e Tissue erosion
e Re-operation rate

6 Trajectory of the procedure

6.1 In your opinion, what is the likely speed of diffusion of this procedure?

From the scientific and research angle this procedure is a significant and exciting
advancement. In its current form however | would anticipate it to be performed in a
handful of UK centres only and for a relatively small number of patients.

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

|:| Most or all district general hospitals.
D A minority of hospitals, but at least 10 in the UK.
& Fewer than 10 specialist centres in the UK.

D 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.

D Moderate.

|X| Minor.

Comments:
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7 Other information
7.1 Is there any other information about this procedure that might assist
NICE in assessing the possible need to investigate its use?
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8 Data protection and conflicts of interest
8.1 Data protection statement

The Institute is committed to transparency. As part of this commitment your
name and specialist society will be placed in the public domain, in future
publications and on our website (www.nice.org.uk) and therefore viewable
worldwide. This information may be passed to third parties connected with
the work on interventional procedures.

A copy of the completed Specialist Adviser advice will be sent to the
Specialist Society who nominated the Specialist Adviser.

Specialist Advisers should be aware that full implementation of the Freedom
of Information Act 2000 may oblige us to release Specialist Advice from 2005.
The Freedom of Information Act 2000 favours the disclosure of information
however requests will be considered on a case by case basis. If information
is made available, personal information will be removed in accordance with
the Data Protection Act 1998. In light of this please ensure that you have not
named or identified individuals in your comments.
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8.2 Declarations of interest by Specialist Advisers advising the NICE
Interventional Procedures Advisory Committee

Please state any potential conflicts of interest, or any involvements in disputes
or complaints, relevant to this procedure. Please use the “Conflicts of Interest
for Specialist Advisers” policy (attached) as a guide when declaring any
conflicts of interest. Specialist Advisers should seek advice if required 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
Fee-paid work — any work commissioned by the healthcare [ ] YES
industry — this includes income earned in the course of private

practice X NO
Shareholdings — any shareholding, or other beneficial interest, in  [X] YES
shares of the healthcare industry [] NO
Expenses and hospitality — any expenses provided by a [] YES
healthcare industry company beyond those reasonably required for
accommodation, meals and travel to attend meetings and

conferences DI NO
Investments — any funds which include investments in the Xl YES
healthcare industry [] NO
Do you have a personal non-pecuniary interest — eg 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 | NO

in the topic?

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 [] 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:

! ‘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).
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I have a modest shareholding in GlaxoSmithKline. Itis in a fund which is run by a
manager with full discretionary responsibility. | would have however, have the ability
to influence his investment decisions though this has never been exercised to date.

Thank you very much for your help.

Professor Bruce Campbell, Chairman, Professor Carole Longson, Director,
Interventional Procedures Advisory Centre for Health Technology
Committee Evaluation.

February 2010
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1.2

2.1.1

2.1.2

2.1.3

2.1.4

2.1.5

2.2

221

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
guestionnaire 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
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2.2.2

3.1.1

3.1.2

3.1.3

3.14

3.1.5

3.2
3.2.1

3.2.2

4

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 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

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
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4.3

4.4

5.1

5.1.1

5.1.2

5.2

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.

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
Procedure Name: Insertion of a sub-retinal implant for
retinitis pigmentosa (1252/1)
Name of Specialist Advisor: Mr Hong Woon
Specialist Society: Royal College of Ophthalmologists

Please complete and return to: azeem.madari@nice.org.uk OR
sally.compton@nice.org.uk

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

X Yes.

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

1.1 Does the title used above describe the procedure adequately?
X Yes.

D No. If no, please enter any other titles below.

Comments:

2 Your involvement in the procedure

2.1 Isthis procedure relevant to your specialty?

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:

This procedure is generally considered to be very experimental


mailto:azeem.madari@nice.org.uk
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The next two 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 arein a specialty which does this procedure, please indicate your
experience with it:

X I have never performed this procedure.
|:| | have performed this procedure at least once.

|:| | perform 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.

|:| I 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:

Referred patient at his request with the patient knowing that this is experimental work

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

] I have undertaken bibliographic research on this procedure.

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

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

X 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):
D Established practice and no longer new.

|:| A minor variation on an existing procedure, which is unlikely to alter that
procedure’s safety and efficacy.

X Definitely novel and of uncertain safety and efficacy.
X The first in a new class of procedure.
Comments:

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

There is no alternative treatment for retinitis pigmentosa

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

D More than 50% of specialists engaged in this area of work.
D 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:

Much less than 10%

4  Safety and efficacy

4.1 What are the adverse effects of the procedure?

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

1. Theoretical adverse events

Infection. Retinal detachment, loss of eye



2. Anecdotal adverse events (known from experience)

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

4.2 What are the key efficacy outcomes for this procedure?

Level of vision — whether it is functional or not — allow the patiernt to perform tasks
that he would otherwise not be able to do, such as walk without guidance in new
surroundings

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

Whether the device can provide functional vision

4.4 What training and facilities are required to undertake this procedure
safely?

The technique of will be of implanting under the macula via a transscleral approach is
not one that many surgeons will have performed and training would be required. The
operation could be performed in a standard ophthalmic operating theatre

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

X http://www.clinicaltrials.gov Registration number: NCT00515814, NCT01024803,
NCT01497379



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, e.g. PUBMED? (This can include your own work). If yes, please
list.

No

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

| am sure that this work is considered experimental even by those involved. However,
retinitis pigmentosa is debilitating and progressive condition that often leads to total

loss of vision (No perception of light) for which there is at present no treatment and
the provision of a little vision (to allow navigation) would be of benefit.

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):

Functional vision after one and 5 years.

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

Loss of residual vision in treated eye.



Infection

6 Trajectory of the procedure

6.1 In your opinion, what is the likely speed of diffusion of this procedure?

Very slow

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

|:| Most or all district general hospitals.
D A minority of hospitals, but at least 10 in the UK.
X Fewer than 10 specialist centres in the UK.

D Cannot predict at present.
Comments:

The surgical technique is difficult

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

|:| Major.
|:| Moderate.

X Minor.



Comments:



7 Other information
7.1 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
8.1 Data protection statement

The Institute is committed to transparency. As part of this commitment your
name and specialist society will be placed in the public domain, in future
publications and on our website (www.nice.org.uk) and therefore viewable
worldwide. This information may be passed to third parties connected with
the work on interventional procedures.

A copy of the completed Specialist Adviser advice will be sent to the
Specialist Society who nominated the Specialist Adviser.

Specialist Advisers should be aware that full implementation of the Freedom
of Information Act 2000 may oblige us to release Specialist Advice from 2005.
The Freedom of Information Act 2000 favours the disclosure of information
however requests will be considered on a case by case basis. If information
is made available, personal information will be removed in accordance with
the Data Protection Act 1998. In light of this please ensure that you have not
named or identified individuals in your comments.

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

Please state any potential conflicts of interest, or any involvements in disputes
or complaints, relevant to this procedure. Please use the “Conflicts of Interest
for Specialist Advisers” policy (attached) as a guide when declaring any
conflicts of interest. Specialist Advisers should seek advice if required 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:

! ‘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).


http://www.nice.org.uk/

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

> O

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

[

X

Investments — any funds which include investments in the []

healthcare industry x
[]

Do you have a personal non-pecuniary interest — eg 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?

YES
NO
YES

NO

YES
NO

YES

NO

YES
NO

YES

NO

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

Fellowships endowed by the healthcare industry ]
X

Support by the healthcare industry or NICE that benefits his/her [ ]

position or department, eg grants, sponsorship of posts
X

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.

YES
NO

YES
NO

Professor Bruce Campbell, Chairman, Professor Carole Longson, Director,

Interventional Procedures Advisory Centre for Health Technology
Committee Evaluation.

February 2010
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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
guestionnaire 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

10
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3.1.1

3.1.2

3.1.3

3.14

3.1.5

3.2
3.2.1

3.2.2

4

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 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

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

11



4.3

4.4

5.1

5.1.1

5.1.2

5.2

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.

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.

12



NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Interventional Procedures Programme
Procedure Name: Insertion of a sub-retinal implant for
retinitis pigmentosa (1252/1)
Name of Specialist Advisor: Mahi Mugit
Specialist Society: Royal College of Ophthalmologists

Please complete and return to: azeem.madari@nice.org.uk OR
sally.compton@nice.org.uk

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

|E Yes.

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

1.1 Does the title used above describe the procedure adequately?

|E Yes.

D No. If no, please enter any other titles below.

Comments:

2 Your involvement in the procedure

2.1 Isthis procedure relevant to your specialty?

|X| Yes.

D 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 subretinal implant surgery can only be undertaken by a vitreoretinal surgeon


mailto:azeem.madari@nice.org.uk
mailto:sally.compton@nice.org.uk

The next two 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 arein a specialty which does this procedure, please indicate your
experience with it:

|X| I have never performed this procedure.
D I have performed this procedure at least once.

|:| | perform this procedure regularly.

Comments:

| have experience of observing and assisting with surgery for both epiretinal implant
and subretinal implant surgery for retinitis pigmentosa. | am familiar with the
preoperative and surgical protocols and have knowledge of the post-surgical
outcomes of the patients. The sub-retinal implant surgery experience was gained
whilst | worked in Oxford Eye Hospital. During this time, | was part of the surgical
team for the six operations that were personally undertaken by the Consultant
Principal Investigator as part of a multicentre clinical trial.

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.

D | 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.

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

Comments:

I have referred patients with retinitis pigmentosa for consideration in the retinal
implant research trials.

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

X I have undertaken bibliographic research on this procedure.

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

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



[] 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):
|:| Established practice and no longer new.

|:| A minor variation on an existing procedure, which is unlikely to alter that
procedure’s safety and efficacy.

& Definitely novel and of uncertain safety and efficacy.

|X| The first in a new class of procedure.

Comments:

Retinal implant surgery has involved epiretinal and subretinal implants over the last
few years. The subretinal implant is a novel device that has been investigated as part
of a large multicentre clinical trial based in Germany, with the UK having two
surgery/research sites.

3.2 What would be the comparator (standard practice) to this procedure?
There is currently no standard surgical treatment for retinitis pigmentosa.

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

D 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.

D Cannot give an estimate.

Comments:

The subretinal implant surgery was undertaken as part of a clinical trial, and the only
two UK centres were in Oxford and London. Two surgeons were involved and no

other UK surgeon has performed subretinal implant surgery. In future, there will be
vitreoretinal surgeons with the surgical expertise to undertake sub-retinal surgery.



4  Safety and efficacy

4.1 What are the adverse effects of the procedure?

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

1. Theoretical adverse events

e The device may not work after implantation surgery due to software or
electrical problems.
Retinal detachment during surgery

e Subretinal bleeding during surgery
Choroidal or retinal circulation abnormalities.

These would be rare complications.

2. Anecdotal adverse events (known from experience)

e Subretinal bleeding: this was minor and did not affect the surgery completion
that was otherwise successful.

e In a surgery conducted in a research site outside the UK, there was an
electrical fault with the device following uncomplicated subretinal implant
surgery. The device failed to function in that patient.

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

Safety evaluation of "retina implant alpha IMS"-a prospective clinical trial. Graefes
Arch Clin Exp Ophthalmol. 2014 Sep 16. [Epub ahead of print]

In this study, “The median dwelling time of visual prostheses was 289 days (minimum
96 days, maximum 705 days) and two patients had dwelling times exceeding one
year (466 days and 705 days, respectively).” “Reasons for explantation prior to
conclusion of 1 year were technical failure of the implant or wish of the patient. Still,
follow-up lasted 1 year in these cases as well.”

The authors quote “almost half of the adverse events had a relationship with the
implant classified as “certain,” about 80 % resolved without sequelae and about the
same amount were of mild intensity.” In the publication, for 9 eyes that underwent
surgery, there were 34 adverse events with a “certain” relationship.

In one patient, “an unintended intraoperative touch of the optic nerve and perforation
of the choroid while positioning the implant occurred. At the site of choroidal
perforation a fibrosis developed; the optic nerve head showed no visible alterations.
Thereafter, residual light perception with defective light perception was lost in the
study eye. During the observation period, this subject slowly lost residual vision in her
fellow eye. The loss of vision in this patient was slowly progressing in a way typical
for RP, independent of the surgery. Based on the underlying condition and patient
visual level for daily living, “the intensity of this adverse event was graded as mild.”

Two serious adverse events: raised eye pressure that resulted in prolonged patient
hospitalisation but the eye was unaffected during follow-up.

In one patient that had the implant explanted (indications/details unavailable)
subsequently developed a retinal detachment that was observed. Again, no further



details available on this case regarding type of retinal detachment.
What are the key efficacy outcomes for this procedure?

1. Visual acuity

2. Visual tasks on screen for near vision

3. Activities of daily living

4. Patient-reported experiences in their normal activities of daily living

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

Patients that are registered blind may use guide dogs and other walking aids to
navigate outdoors. At home, these patients have spent many years adapting to their
home surroundings and have fully adapted to their home environment by the time
subretinal implant surgery is offered. The subretinal implant should only be
considered for patients will use the device “switched-on.” as with the device
“switched-off”, patients may still be familiar with their indoor environment and outdoor
area, and so they know where objects, traffic signals, and shops etc are located.

4.3 What training and facilities are required to undertake this procedure
safely?

Vitreoretinal surgeon: training of surgical technique would be undertaken in workshop
Ear Nose & Throat surgeon/Head & Neck surgeon

Anaesthetist for general anaesthesia

The surgery is performed by this two-surgeon team

The facilities are the same for any ophthalmic theatre equipped for vitreoretinal
surgery

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

Safety and Efficacy of Subretinal Implants for Partial Restoration of Vision in Blind
Patients: A Prospective Multicenter Clinical Study Based on Randomized Intra-
individual Implant Activation in Patients With Degenerative Retinal Diseases
Investigator: E Zrenner, Germany

[Recently completed]

4.5 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, e.g. PUBMED? (This can include your own work). If yes, please
list.

Stingl et al. Artificial vision with wirelessly powered subretinal electronic implant
alpha-IMS. Proc Biol Sci. 2013 Feb 20;280(1757): 20130077

Stingl et al. Functional outcome in subretinal electronic implants depends on foveal
eccentricity. Invest Ophthalmol Vis Sci. 2013 Nov 19;54(12):7658-65



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

The surgical time is lengthy with a full day of operating time required per patient, so
how this will impact NHS lists.

No issue with the technical aspects. The wall of the eye has donor sclera sutured
onto the area where the implant enters the eye, and this has minimised complications
from wound that were reported with other type of retinal implant.

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):

Activities of daily living and mobility significantly improve with implant-ON shown via
activities of daily living tasks, recognition tasks, mobility, or a combination thereof

Visual acuity/light-perception and/or object-recognition are significantly improved with
implant-ON versus OFF

Patient long term safety and stability of implant function

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

INTRAOPERATIVE COMPLICATIONS:
Intraocular haemorrhage.

Retinal detachment

Suprachoroidal haemorrhage

Macular hole or tear

Optic disc trauma/damage

Choroidal rupture

EARLY POSTOPERATIVE:

Endophthalmitis/Infection

Retinal Implant displacement

Retinal detachment

Raised intraocular pressure

Suture-related complications: infection, suture breakage
Wound dehiscence and implant exposure

Retinal iscahaemia

LATE COMPLICATIONS
Implant system failure
Electrical fault in device
Retinal detachment
Macular ischaemia
Retinal ischaemia

Retinal neovascularisation



Late endophthalmitis
6 Trajectory of the procedure

6.1 In your opinion, what is the likely speed of diffusion of this procedure?

The funding streams will require to be agreed with clinical commissioning groups if
approved as the procedure, and this may slow down dissemination.

The surgery itself could be disseminated within 3-6 months.

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

|:| Most or all district general hospitals.
D 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:

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

|:| Major.

|:| Moderate.
|X| Minor.
Comments:

At present, the number of patients registered with retinitis pigmentosa that are
perception of light vision in both eyes needs to be identified.

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

The clinical trial (“safety and efficacy of subretinal implants for partial restoration of
vision in blind patients: a prospective multicenter clinical study based on randomized
intra-individual implant activation in patients with degenerative retinal diseases”) has



closed and so the results of this study would need to be reviewed. The long-term
outcomes of subretinal implant surgery will not be available for some years.

8 Data protection and conflicts of interest
8.1 Data protection statement

The Institute is committed to transparency. As part of this commitment your
name and specialist society will be placed in the public domain, in future
publications and on our website (www.nice.org.uk) and therefore viewable
worldwide. This information may be passed to third parties connected with
the work on interventional procedures.

A copy of the completed Specialist Adviser advice will be sent to the
Specialist Society who nominated the Specialist Adviser.

Specialist Advisers should be aware that full implementation of the Freedom
of Information Act 2000 may oblige us to release Specialist Advice from 2005.
The Freedom of Information Act 2000 favours the disclosure of information
however requests will be considered on a case by case basis. If information
is made available, personal information will be removed in accordance with
the Data Protection Act 1998. In light of this please ensure that you have not
named or identified individuals in your comments.

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

Please state any potential conflicts of interest, or any involvements in disputes
or complaints, relevant to this procedure. Please use the “Conflicts of Interest
for Specialist Advisers” policy (attached) as a guide when declaring any
conflicts of interest. Specialist Advisers should seek advice if required 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 X YES
industry — this includes income earned in the course of private

practice [] NO

! ‘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).


http://www.nice.org.uk/

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 which include investments in the
healthcare industry

Do you have a personal non-pecuniary interest — eg 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? X

O XDOX OXO

YES
NO

YES

NO

YES
NO

YES

NO

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

Fellowships endowed by the healthcare industry ]

X

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

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

Comments:

YES

Fee-Paid work: | work in private practice but have no conflicts of interest with this

procedure.

Thank you very much for your help.

Professor Bruce Campbell, Chairman, Professor Carole Longson, Director,

Interventional Procedures Advisory Centre for Health Technology
Committee Evaluation.

February 2010
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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
guestionnaire 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
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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 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

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

11



4.3

4.4

5.1

5.1.1

5.1.2

5.2

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.

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.

12



NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Interventional Procedures Programme
Procedure Name: Insertion of a sub-retinal implant for
retinitis pigmentosa (1252/1)
Name of Specialist Advisor: James Bainbridge

Specialist Society: British and Eire Association of
Vitreoretinal Surgeons

Please complete and return to: azeem.madari@nice.org.uk OR
sally.compton@nice.org.uk

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?

|X| Yes.

|:| No. If no, please enter any other titles below.

Comments:

2 Yourinvolvement in the procedure

2.1 Isthis procedure relevant to your specialty?

Xl vYes.

|:| 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:


mailto:azeem.madari@nice.org.uk
mailto:sally.compton@nice.org.uk

The next two 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.

221

X
L]
[]

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

I have never performed this procedure.
| have performed this procedure at least once.

| perform this procedure regularly.

Comments:

222

L]
[]
L]

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

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

I 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):

] I have undertaken bibliographic research on this procedure.

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

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

X 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):
D Established practice and no longer new.

|:| A minor variation on an existing procedure, which is unlikely to alter that
procedure’s safety and efficacy.

& Definitely novel and of uncertain safety and efficacy.

D The first in a new class of procedure.

Comments:

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

There is no treatment currently available for most forms of retinitis pigmentosa

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

D More than 50% of specialists engaged in this area of work.
D 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:

The procedure has been performed by a few doctors on a small number of
patients as part of research trials

4  Safety and efficacy

4.1 What are the adverse effects of the procedure?

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

Intraocular haemorrhage, infection, inflammation, retinal tear or detachment,
glaucoma, photopsia



2. Anecdotal adverse events (known from experience)

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

4.2 What are the key efficacy outcomes for this procedure?

Improved sight as measured by visual acuity and perimetry; improved quality of life

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

Yes there are uncertainties about the efficacy. There is good evidence that the
procedure can improve aspects of sight that can be measured in the controlled
laboratory setting, but there is limited evidence that this translates into useful impact
on visual ability and quality of life.

4.4 What training and facilities are required to undertake this procedure
safely?

The procedure is complex and technically challenging. It can be safely undertaken by
a subspecialist vitreoretinal surgeon and maxillofacial / ENT surgeon who have been
trained in the specific technique.

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



Clinical trials are ongoing: NCT01024803, NCT01864486 NCT02303288
NCT01999049 NCT01490827 NCT02227498

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, e.g. PUBMED? (This can include your own work). If yes, please
list.

No

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

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):

visual acuity, perimetry, quality of life

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

Retinal detachment, inflammation, photopsia



6 Trajectory of the procedure

6.1 In your opinion, what is the likely speed of diffusion of this procedure?

The speed of diffusion will be slow because the indication is relatively rare and the
procedure is technically challenging

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

D Most or all district general hospitals.
D 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:

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.

|E Moderate.
|:| Minor.
Comments:






7 Other information
7.1 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
8.1 Data protection statement

The Institute is committed to transparency. As part of this commitment your
name and specialist society will be placed in the public domain, in future
publications and on our website (www.nice.org.uk) and therefore viewable
worldwide. This information may be passed to third parties connected with
the work on interventional procedures.

A copy of the completed Specialist Adviser advice will be sent to the
Specialist Society who nominated the Specialist Adviser.

Specialist Advisers should be aware that full implementation of the Freedom
of Information Act 2000 may oblige us to release Specialist Advice from 2005.
The Freedom of Information Act 2000 favours the disclosure of information
however requests will be considered on a case by case basis. If information
is made available, personal information will be removed in accordance with
the Data Protection Act 1998. In light of this please ensure that you have not
named or identified individuals in your comments.

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

Please state any potential conflicts of interest, or any involvements in disputes
or complaints, relevant to this procedure. Please use the “Conflicts of Interest
for Specialist Advisers” policy (attached) as a guide when declaring any
conflicts of interest. Specialist Advisers should seek advice if required 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:

! ‘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).


http://www.nice.org.uk/

Consultancies or directorships attracting regular or occasional [ ] YES
payments in cash or kind Xl NO
Fee-paid work — any work commissioned by the healthcare X YES
industry — this includes income earned in the course of private

practice [1 NO
Shareholdings — any shareholding, or other beneficial interest,in [ ] YES
shares of the healthcare industry I NO
Expenses and hospitality — any expenses provided by a [ YES
healthcare industry company beyond those reasonably required for
accommodation, meals and travel to attend meetings and

conferences ] NO
Investments — any funds which include investments in the [] YES
healthcare industry I NO
Do you have a personal non-pecuniary interest — eg 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 <l NO

in the topic?
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 [] 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:

| receive income in the course of private medical practice

Thank you very much for your help.

Professor Bruce Campbell, Chairman, Professor Carole Longson, Director,
Interventional Procedures Advisory Centre for Health Technology
Committee Evaluation.

February 2010
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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
guestionnaire 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

10
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3.1.2
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3.1.5
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3.2.1

3.2.2

4

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 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

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

11



4.3

4.4

5.1

5.1.1

5.1.2

5.2

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.

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.

12



NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Interventional Procedures Programme
Procedure Name: Insertion of a sub-retinal implant for
retinitis pigmentosa (1252/1)
Name of Specialist Advisor: Robert Maclaren

Specialist Society: British and Eire Association of
Vitreoretinal Surgeons

Please complete and return to: azeem.madari@nice.org.uk OR
sally.compton@nice.org.uk

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?

|X| Yes.

|:| No. If no, please enter any other titles below.

Comments:

2 Yourinvolvement in the procedure

2.1 Isthis procedure relevant to your specialty?

Xl vYes.

|:| 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:


mailto:azeem.madari@nice.org.uk
mailto:sally.compton@nice.org.uk

The next two 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.

221

L]
L]
X

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

I have never performed this procedure.
| have performed this procedure at least once.

| perform this procedure regularly.

Comments:

222

L]
[]
X

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

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

I 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):

X I have undertaken bibliographic research on this procedure.

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

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

] 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):

& Established practice and no longer new.

|:| A minor variation on an existing procedure, which is unlikely to alter that
procedure’s safety and efficacy.

D Definitely novel and of uncertain safety and efficacy.

D The first in a new class of procedure.

Comments:

3.2 What would be the comparator (standard practice) to this procedure?
Currently there are no other options for restoration of partial visual function to

completely blind patients.

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

D 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.

D Cannot give an estimate.

Comments:

4  Safety and efficacy
4.1 What are the adverse effects of the procedure?

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

Physical damage to the retina caused by incorrect insertion, haemorrhage, infection,
malfunction of the electronic device requiring removal and replacement.



2. Anecdotal adverse events (known from experience)

Malfunction of the electronic device requiring removal and replacement.

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

4.2 What are the key efficacy outcomes for this procedure?

Restoration of partial visual function to completely blind patients, resulting in an
improvement in quality of life.

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

Electronics retinas have been shown to be efficacious in restoring partial visual
function; however, there is much room for improvement in regard to the degree pf
visual function restored (e.g., visual field and detail) and the operational lifespans of
the devices.

4.4 What training and facilities are required to undertake this procedure
safely?

No specialised clinical facilities are required: however, the procedure is complex,
required specialist surgical training. The procedure is lengthy and may require the
participation of otolaryngologists in addition to vitreoretinal surgeons

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

See: https://clinicaltrials.gov/ct2/show/NCT01024803 for the device manufactured by
Retina Implant AG. There are also several clinical trials listed on
https://clinicaltrials.gov/ of the Argus Il Retinal Prosthesis System manufactured by
Second Sight Medical Products.



https://clinicaltrials.gov/ct2/show/NCT01024803
https://clinicaltrials.gov/

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

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

Not to my knowledge.

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):

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



6 Trajectory of the procedure

6.1 In your opinion, what is the likely speed of diffusion of this procedure?

The complexity of the surgical procedure and the high cost of the electronic retinal
implant.

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.

D 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:

|E Major.

|:| Moderate.
|:| Minor.
Comments:



7 Other information
7.1 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
8.1 Data protection statement

The Institute is committed to transparency. As part of this commitment your
name and specialist society will be placed in the public domain, in future
publications and on our website (www.nice.org.uk) and therefore viewable
worldwide. This information may be passed to third parties connected with
the work on interventional procedures.

A copy of the completed Specialist Adviser advice will be sent to the
Specialist Society who nominated the Specialist Adviser.

Specialist Advisers should be aware that full implementation of the Freedom
of Information Act 2000 may oblige us to release Specialist Advice from 2005.
The Freedom of Information Act 2000 favours the disclosure of information
however requests will be considered on a case by case basis. If information
is made available, personal information will be removed in accordance with
the Data Protection Act 1998. In light of this please ensure that you have not
named or identified individuals in your comments.

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

Please state any potential conflicts of interest, or any involvements in disputes
or complaints, relevant to this procedure. Please use the “Conflicts of Interest
for Specialist Advisers” policy (attached) as a guide when declaring any
conflicts of interest. Specialist Advisers should seek advice if required 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:

! ‘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).


http://www.nice.org.uk/

Consultancies or directorships attracting regular or occasional [ ] YES
payments in cash or kind Xl NO
Fee-paid work — any work commissioned by the healthcare [] YES
industry — this includes income earned in the course of private

practice ] NO
Shareholdings — any shareholding, or other beneficial interest,in [ ] YES
shares of the healthcare industry I NO
Expenses and hospitality — any expenses provided by a [ YES
healthcare industry company beyond those reasonably required for
accommodation, meals and travel to attend meetings and

conferences ] NO
Investments — any funds which include investments in the [] YES
healthcare industry I NO
Do you have a personal non-pecuniary interest — eg 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 <l NO

in the topic?
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 [] 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.

Professor Bruce Campbell, Chairman, Professor Carole Longson, Director,
Interventional Procedures Advisory Centre for Health Technology
Committee Evaluation.

February 2010
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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
guestionnaire 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
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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 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

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

10



4.3

4.4

5.1

5.1.1

5.1.2

5.2

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.

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
Procedure Name: Insertion of a sub-retinal implant for
retinitis pigmentosa (1252/1)
Name of Specialist Advisor: Mr Stephen Winder
Specialist Society: Royal College of Ophthalmologists

Please complete and return to: azeem.madari@nice.org.uk OR
sally.compton@nice.org.uk

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

X[] vYes.

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

1.1 Does the title used above describe the procedure adequately?

X[] vYes.

D No. If no, please enter any other titles below.

Comments:

2 Your involvement in the procedure

2.1 Isthis procedure relevant to your specialty?

X[ ] Yes.

D 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:


mailto:azeem.madari@nice.org.uk
mailto:sally.compton@nice.org.uk

The next two 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.

221

X[]
L]
[]

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

I have never performed this procedure.
| have performed this procedure at least once.

| perform this procedure regularly.

Comments:

222
X[]
[]
L]

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

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

I 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):

X[] I have undertaken bibliographic research on this procedure.

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

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

] 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):
D Established practice and no longer new.

|:| A minor variation on an existing procedure, which is unlikely to alter that
procedure’s safety and efficacy.

XD Definitely novel and of uncertain safety and efficacy.

D The first in a new class of procedure.

Comments:

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

AT PRESENT THERE IS NO TREATEMNET FOR THESE PATIENTS

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

D More than 50% of specialists engaged in this area of work.
D 10% to 50% of specialists engaged in this area of work.
XD Fewer than 10% of specialists engaged in this area of work.

|:| Cannot give an estimate.

Comments:

4  Safety and efficacy

4.1 What are the adverse effects of the procedure?

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

1. Theoretical adverse events

There are all the potential side effects of vitrectomy which are well known



2. Anecdotal adverse events (known from experience)

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

4.2 What are the key efficacy outcomes for this procedure?

Return of navigational vision

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

So far it is difficult to tell from the literature how effective this is

4.4 What training and facilities are required to undertake this procedure
safely?

There is the requirement to undertake vitrectomy and then availability of the implant

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

| believe so



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

No, | have attended a presentation on this area

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

Not that | am aware

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):

regaining of vision and improved functioning

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

retinal detachment, endophthalmitis



6 Trajectory of the procedure

6.1 In your opinion, what is the likely speed of diffusion of this procedure?

This will roll out to major vitreoretinal units

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.
D Fewer than 10 specialist centres in the UK.

D Cannot predict at present.

Comments:

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

|:| Maijor.

|:| Moderate.
X|:| Minor.
Comments:



7 Other information
7.1 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
8.1 Data protection statement

The Institute is committed to transparency. As part of this commitment your
name and specialist society will be placed in the public domain, in future
publications and on our website (www.nice.org.uk) and therefore viewable
worldwide. This information may be passed to third parties connected with
the work on interventional procedures.

A copy of the completed Specialist Adviser advice will be sent to the
Specialist Society who nominated the Specialist Adviser.

Specialist Advisers should be aware that full implementation of the Freedom
of Information Act 2000 may oblige us to release Specialist Advice from 2005.
The Freedom of Information Act 2000 favours the disclosure of information
however requests will be considered on a case by case basis. If information
is made available, personal information will be removed in accordance with
the Data Protection Act 1998. In light of this please ensure that you have not
named or identified individuals in your comments.

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

Please state any potential conflicts of interest, or any involvements in disputes
or complaints, relevant to this procedure. Please use the “Conflicts of Interest
for Specialist Advisers” policy (attached) as a guide when declaring any
conflicts of interest. Specialist Advisers should seek advice if required 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:

! ‘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).


http://www.nice.org.uk/

Consultancies or directorships attracting regular or occasional [ ] YES
payments in cash or kind X

] NO
Fee-paid work — any work commissioned by the healthcare ]l YES
industry — this includes income earned in the course of private X
practice ] NO
Shareholdings — any shareholding, or other beneficial interest, in [ ] YES
shares of the healthcare industry X

NO

[]
Expenses and hospitality — any expenses provided by a [] YES
healthcare industry company beyond those reasonably required
for accommodation, meals and travel to attend meetings and XX
conferences O] NO
Investments — any funds which include investments in the [] YES
healthcare industry

XX NO

[]
Do you have a personal non-pecuniary interest — eg have you [] VYES
made a public statement about the topic or do you hold an office
in a professional organisation or advocacy group with a direct X
interest in the topic” ]

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

Fellowships endowed by the healthcare industry ]l YES
X
NO
[]
Support by the healthcare industry or NICE that benefits [] YES
his/her 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.

Professor Bruce Campbell, Chairman, Professor Carole Longson, Director,
Interventional Procedures Advisory Centre for Health Technology
Committee Evaluation.




February 2010
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1.2

2.1.1

2.1.2

2.1.3

2.1.4

2.1.5

2.2

221

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
guestionnaire 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

10



2.2.2

3.1.1

3.1.2

3.1.3

3.14

3.1.5

3.2
3.2.1

3.2.2

4

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 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

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

11



4.3

4.4

5.1

5.1.1

5.1.2

5.2

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.

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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