NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Interventional Procedures Programme
Procedure Name: Transcranial direct current stimulation
(TDCS) for depression (809/1)
Name of Specialist Advisor: Dr Hamish McAllister-Williams
Specialist Society: Royal College of Psychiatrists

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:


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.
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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:

I am not aware of any clinical service offering tDCS in the UK, though there is some
research ongoing.
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X
[]
[]

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

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

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

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

Comments:

2.3 Please indicate your research experience relating to this procedure

(please choose one or more if relevant):

] 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:



| am aware of the literature on the intervention though.
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.

|X| Definitely novel and of uncertain safety and efficacy.

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

Comments:

There are many different tDCS devises that have been produced and marketed.
They can be bought over the internet easily. The difference in the devices makes
comparison of the data in the literature extremely hard. There is uncertainty
regarding optimal current to be used, placement of electrodes on the scalp and the
duration and frequency of treatment. To date essentially all of the RCTs that have
been conducted are small.

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

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:

As stated above, | am not aware of any clinical service using tDCS for depression in
the UK

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
Skin irritation, skin itch, hypomanic switch, exacerbation of depression

2. Anecdotal adverse events (known from experience)

Few adverse effects have been reported in clinical studies.

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

Reference: Brunoni AR, Ferrucci R, Fregni F, Boggio PS, Priori A. Transcranial
direct current stimulation for the treatment of major depressive disorder: a summary
of preclinical, clinical and translational findings. Prog Neuropsychopharmacol Biol
Psychiatry. 2012 Oct 1;39(1):9-16

4.2 What are the key efficacy outcomes for this procedure?

Improvement in depressive symptoms. There have also been reports of reduction in
anxiety and improvement in cognition.

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

YES. To date only small RCTs conducted with inconsistent results (see review cited
above). Large variation in the parameters used for the treatment

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

Very little training. tDCS devices are very cheap (compared to the cost of ECT or
even many medication). This is a definite pro for the treatment if it can be
established that it works.



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

| am not aware of any large trials.

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?

Most definitely. Which device, magnitude of the current, placement of the electrodes,
duration of treatment, frequency of treatment

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):

Montgomery Asberg Depression Rating Scale.

EQ-5D



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

Subjective report

6 Trajectory of the procedure

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

It's not ready to be “diffused”

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.
D 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:



|E Major.

D Moderate.
|:| Minor.
Comments:

It is a cheap intervention, depression is very common and a substantial proportion
(30% or more) have sub-optimal outcomes with currently available treatments.



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 X YES
payments in cash or kind [] 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 I 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:
Within the last 12 months, | have undertaken consultancy work and/or received
hospitality and support to attend conferences from Sunovian, Pfizer, Eli Lilly,

Lundbeck and Otsaka. These companies manufacture psychotropic medication. |
have not involvement with any company that manufactures tDCS

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



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.

12



NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Interventional Procedures Programme
Procedure Name: Transcranial direct current stimulation
(TDCS) for depression (809/1)
Name of Specialist Advisor: Dr Mayur Bodani
Specialist Society: Royal College of Psychiatrists

Please complete and return to: aieem;'madari@nice.orquj-OR
sally.compton@nice.orq.uk '

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

B Yes.

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

1.1 Does the title used above describe the procedure adequately?

D Yes.

l]/ No. If no, please enter any other titles below.

Comments: e binr” Diaset CORRPST STmounTion (“Thes) Ao

MILD | MoDIRATE or STEDRE DEPLESSIor
2 Yourinvolvement in the procedure

21 Is this procedure relevant to your specialty?

E/ Yes.

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

D 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:
LECimack Gubsace FOR TRRary & LmiTEed



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 IKfyouareina specialty which does this Procedure, please indicate your
experience with it:

B/ I have never performed this procedure.
]:] I'have performed this procedure at least once.

D I perform this procedure regularly.

Comments:

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

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

Cipngtiem cMe  PATRays BR REFparo oo TMATMENT ALt
LMUTED  Te €897AES Lnnt  L2s9aes INTRRISTSL (N3 TBC S

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

[Q/ | have undertaken bibliographic research on this procedure.

] | 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.

L]  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.

D 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: “ag e eD
Lirmamnss tNovil | waret Upiatians ¢§ (TS ;i

QRS Tio S eg. ThNLLT, fo;(-ng.uu\.\q, OFPTIiA DOS%T, '_éf‘r'IMﬂ—L Tim g Pentod,
CASE Stcgchont. ’ :
3.2 What would be the comparator (standard practice) to this procedure?

BT (((, News ST ule (G l>4'.-r> ICAM{M}.@..& Mm'car)

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 speciali)sts engage_d in this area of work.
lz/ Fewer than 10% é}f- specialists engaged in this area of work.
[ ] cannotgive an é'stir_n.a,té.'

Comments:

4 ?‘_;S\afe_t? 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

keadocke

Tghrg o Tehoidp f- frcsed pusnehe. “:‘;'* = ‘
Sc-—Q.p =iyl et cheoce -
LigW+ teoedledrens



2. Anecdotal adverse events (known from experience)

None foom <rpencice

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

k’\&wﬂ r\bL t(_ Ll e MP'CU“JJ] —t; rTTmMS 1/d—e M('V‘j,.
o senuare, agposmede 350,000 7 M€ dreahmed ondl
tMCz2ecrl. ses oo » (MNL Crtw? eL-a-Q, G,._,.,. oro\_ FJDLL“‘O_.M:)I

2o3; 2 (1):13-a2 )

4.2 What are the key efficacy outcomes for this procedure? :

. (Mpw\;wb._r( s DéeParosiand e Tecaraé S A= s,
EFF teTWv Ea3 €95 (N TTCRATMGArT  A2SisTWICE

7 POV BT r3 OTHEA PAasenaTat e[ Coc,rV TV E
fonsctiod, Pme |, Jeunowedirr S PTorss

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

7 Lomeg TeBo  USE .S\D_E*EFP::-TS

? LomG ThRr @UsTenlin BaatA TS
7 PoSiriort ™ A P TRLATIEST  honGeDE  OTF2n
OO DOL TRLASIAGINS . AT DY RESAT , ECTT RT

4.4 What trai'nin-g'and facilities are required to undertake this procedure
safely?
CTRANMING 10 USE R TRV T,

MA, s rraan T oF foSs(blE Obt-FFECTS

IDEMAY HOSPITIML — LASED AT |(WITIA TN 1o

CETTUG  LTh et AT € PR TiSE A ZxPorienmcE .

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

MULmIE Coames Hat  (D72LESTRD 3 ~PUS
tode of TRIATRALSIT  AvsD M PLicadiT] ™ A RA~TE oF
CorDITorsS (eb‘ﬂ'l cuanNCM e\( MJDM‘—{ /(.op/ ASD

N2 seAncr g&_ w Tle U, Urhiviaa 1T o= \4,5\\_‘7) .
NOT inn—t_ oF S“C'F:tc Tmme,



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 s there controversy, or important uncertainty, about any aspect of the
way in which this procedure is currently being done o'r'_disseminated?

INDHADUML. STUDIES HAVE  § E~ Gmuy %tw WD ER Pocy S22D.
META-Gergfis DATE— 8 Ly TED
LAiweree. ReD T A S NeeDeD .

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):

fDI / MPD RS (Mfrmm)

hAes | BAn (Arocnals £ daprem)
Cotf [Ge / £ (5%-»0 t*""r*w-;/w%)

PT'CC—‘E (‘oru,@ a—au\,.o_u.i rcr—mn-»f)

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

-CWB d Q-'CL;; bff—rlﬁi*u"-h
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6 Trajectory of the procedure

6.1 Inyour opinion, what is the likely speed of diffusion of this procedure?
WiThund  NEET $& YEAE Tbes  Liksiy To Brcorme
INChaxtidGLy avmatle A usts AT A

ems
FOIUNRCIVE  TTATMEeST (N MDD Al masbwr f

o0& DePRErsS(oms.

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

E/Most or all district general hospitals.
|:| 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:
WITH  (NCRRASING Ao PUasss | tows CosTy  Low GOt = CFPTeT

2 1A
froeLe AesD IS CRLAT 100G, ﬂ.q‘,.‘c,‘{_ OF NAPPLAcAME ConOT
’ e,

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

l:’ Major.- _
E/ Moderate.
D Minor.

Comments:
lows CosT Lesoonces

Ly Choax™ TRANING
| | | i ¥ Ve o
DisStrmransE @ANING A-D
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7 Other information
71 Is there any other information about this procedure that might assist
NICE in assessing the possible need to investigate its use?

P\x&cm v (Wi arec ac repelly t:o—ceaulf buy
brmd, Aete &= Adbed |
A* Codhoe taned &\l be WAV d ol an Qd"“\j

..Slazg/,.

8 Data protection and conflicts of interest
81 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.orq.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 A dviser 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 aduit whose full power
of attorney is held by the individual).



Consultancies or directorships attracting regular or occasional [ ] YES

payments in cash or kind [3fo
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 [3-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 : o
Investments — any funds which include investments in the Lo |:I - YES
healthcare industry L™ [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 [l YES

[+ NO

Support by the healthcare industry or NICE that benefits his/her [] YES
osition or department, eg grants, sponsorship of posts
p p gg p porp 3NO

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




NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Interventional Procedures Programme
Procedure Name: Transcranial direct current stimulation
(TDCS) for depression (809/1)
Name of Specialist Advisor: Dr Philip Wilkinson
Specialist Society: Royal College of Psychiatrists

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:


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.
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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:

| have recently introduced the procedure within out Trust.
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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):

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:



I have observed the procedure in use by academic colleagues conducting studies
with healthy volunteers. | have collaborated with local colleagues and overseas
experts in grant applications for trials of tDCS in depression.

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:

There are good safety data as the procedure has been in use in hon-clinical
applications for some time. The therapeutic use in depression is relatively new.

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

Pharmacotherapy (antidepressant medication); psychological treatment;
electroconvulsive therapy.

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:

| believe there to be only 2 or 3 in the country.

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

Precipitation of seizures; interference with implanted electrical devices (brain
sitmulators, cardiac pacemakers).

2. Anecdotal adverse events (known from experience)
Skin tingling and burning sensation (common).

Induction of phosphenes (‘flashing lights’) with anterior stimulation positions.

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

Skin tingling (71%), itching (30%), headache (12%), burning under the electrodes,
difficulties in concentrating, acute mood changes (including mania).

Brunoni AR, Amadera J, Berbel B, Volz MS, Rizzerio BG, Fregni F. A systematic
review on reporting and assessment of adverse effects associated with transcranial
direct current stimulation. The International Journal of Neuropsychopharmacology.
2011;14(08):1133-45.

4.2 What are the key efficacy outcomes for this procedure?

Change in depression severity/remission of depression

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

Small number of RCTs to date so efficacy and effect size relative to other treatments
uncertain.

Shiozawa P, Fregni F, Bensefior IM, Lotufo PA, Berlim MT, Daskalakis JZ, et al.
Transcranial direct current stimulation for major depression: an updated systematic
review and meta-analysis. International Journal of Neuropsychopharmacology.
2014;19(9):1443-52.

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

This is relatively straightforward. The equipment is quite cheap (c £6k per stimulator)
and easily portable so can be used anywhere, including (potentially) in care homes
and patients’ homes. Consumables costs are very low. There are even devices that
patients can apply themselves.

Training requires observation of a small number of sessions, and some initial
supervision, but this is straightforward. In our Trust, | am delivering treatment in the



inpatient unit and outpatient clinic, and am teaching other medical staff and nursing
staff how to perform the procedure.

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

There are numerous ongoing trials (as listed in ClinicalTrials.gov). Major centres are
in USA, Brazil, Australia, and Germany.

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.

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

There is uncertainty about the optimal treatment parameters, i.e. electrode size and

positioning; current strength; duration of stimulation; number of sessions, including
taper sessions. This is the focus of some of the trials.

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):

Depression measures (e.g. MADRS, HDRS)

Cognitive measures (e.g. MOCA, n-back)

5.2 Adverse outcomes (including potential early and late complications):
Manic switch (eg YMRS)
Adverse events questionnaire (AEQ)

Brunoni AR, Amadera J, Berbel B, Volz MS, Rizzerio BG, Fregni F. A systematic
review on reporting and assessment of adverse effects associated with transcranial



direct current stimulation. The International Journal of Neuropsychopharmacology.
2011;14(08):1133-45.

6 Trajectory of the procedure

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

I would expect a gradual diffusion of the procedure over the next 5 to 10 years if
future trials support its efficacy in depression

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.

|:| Cannot predict at present.
Comments:

As a non-invasive, safe, cheap, and portable treatment, it should suitable for
widespread dissemination not just in hospital services but in community settings too.

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.
|:| Minor.
Comments:

It is unlikely ever to be a first-line treatment for depression, replacing
pharmacotherapy and psychotherapy. However, as it acts by a different mechanism
to these modalities (i.e. neuromodulation) it could extend the armoury of interventions
available to patients. It may also prove beneficial for patients who do not respond to
current interventions, but this has not yet been convincingly demonstrated.

It would be a safe treatment option for patients who need to avoid
pharmacotheraBrunoni AR, Amadera J, Berbel B, Volz MS, Rizzerio BG, Fregni F. A
systematic review on reporting and assessment of adverse effects associated with



transcranial direct current stimulation. The International Journal of
Neuropsychopharmacology. 2011;14(08):1133-45.
epy e.g. older patients unable to tolerate medication; pregnant patients.

It is unlikely to be as efficacious as ECT so seems unlikely to replace ECT in the
treatment of severe, life-threatening depression. However, it may be a more
acceptable treatment to those patients with drug-refractory depression who currently
are treated with ECT.

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?

In our Neurobiology of Ageing Group in Oxford (led by Professor Klaus
Ebmeier), we are particularly interested in the potential benefits of tDCS for
older depressed patients. Late life depression can be associated with
disruption of brain white matter tracts, and tDCS may have the potential to
help restore connectivity in these structures. However, this requires
evaluation. There are important potential benefits for older people if the
procedure is shown to improve enhance mood as well as improve the
cognitive deficits associated with late life depression.

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


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

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 [ ] 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 DI 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 | 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).



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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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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