N I (: National Institute for
Health and Care Excellence

Depression in adults: treatment and management
Consultation on draft guideline - Stakeholder comments table

23 November 2021 - 12 January 2022

ID Type Stakeholder Document P;ge L"llr;e Comments Developer’s response
Please tell us if there are any particular issues
relating to COVID-19 that we should take into
account when finalising the guideline for
publication: Research we conducted in
Spring/Summer 2021 involved interviews with
older people about how the pandemic has affected
their mental health. It suggested that a number of
common challenges have caused distress and ma .
& v , y ' 4 Thank you for your comment. The committee
have harmed older people’s mental health . .
. . . are aware of the impact of Covid-19 on mental
including bereavement, long-term shielding .
. . - health, and that this may have had an even
(including voluntary shielding), long-term . .
. . . L . greater impact on older people. The committee
. loneliness and isolation, and declining physical . . -
Additional . decided not to make Covid-specific
Independent . Gene | Gener | health and mobility. Some of these could have ;
1 |SH guestions re . recommendations as these may become
Age ral al long-term impacts on mental health, such as

COVID-19 outdated, but instead has increased the
emphasis in the guideline on assessing the
person, any factors that may be contributing to
their depression and their needs on an individual

basis.

bereavement, especially where compounded by
restrictions on funerals, etc. In addition, some
people have at various times reported barriers to
accessing support from GPs, including difficulties
getting appointments but also patient attitudes,
e.g. ‘I shouldn’t take up GP time when other
people need help more than me’. The committee
should consider whether there are additions to the
guidance that could help address these barriers.
For example, greater consideration of identifying
bereavement in patients as a risk factor for
depression.
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Mind is a signatory of a stakeholder coalition
position statement regarding these guidelines,
following the draft document published in July
2017. We are pleased to see some of the changes
highlighted have been addressed in these draft
guidelines. Some methodological issues do still
remain. Some are particular to this guideline (such
as the categorisation of depression into the
dichotomy of less/more severe), while other
methodological issues are broader than these
guidelines alone. These include an over reliance on
Randomised Control Trials (RCTs) over broader,
diverse sources of evidence important to people
with lived experience (including qualitative and
lived experience feedback).Within this guideline in
particular, there are concerns that real world data
collected within our NHS, through the IAPT
dataset, is not included. This includes data from
millions of patients treated within the NHS, and is
concerning because a very large proportion of the
treatments recommended in this guideline will be
offered through IAPT services.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
considered the current NICE classifications of
mild to moderate and moderate to severe
depression, and agreed that although these
classifications have been adopted quite widely
there is potential uncertainty with regards to the
management of moderate depression. The
committee agreed that a dichotomy of less and
more severe depression was clearer, and the
guideline includes definitions (that less severe
depression includes the traditional categories of
subthreshold symptoms and mild depression,
and more severe depression includes the
traditional categories of moderate and severe
depression) in order to improve practical utility.
The committee considered the distinction
between less severe (subthreshold/mild) and
more severe (moderate/severe) depression to be
clinically meaningful in terms of supporting
effective clinical decision making and being
aligned with how clinicians conceptualize
depression (in particular, GPs and other primary
care staff, given that the majority of people with
depression and almost all first line presentations
of depression are managed in primary care).
Based on this distinction, an anchor point of 16
on the PHQ-9 was selected as the cut-off
between less severe and more severe
depression, on the basis of alignment with the
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clinical judgement of the committee and
eligibility criteria in the included studies.
Published standardization of depression
measurement crosswalk tables (Carmody 2006;
Rush 2003; Uher 2008; Wahl 2014) were used in
order to ‘read-across’ different symptom
severity scales that were used in different
studies.

The committee considered RCTs as the most
appropriate study design to assess clinical and
cost effectiveness. This is consistent with the
NICE guidelines manual which recognises RCTs as
the most valid evidence of the effects of
interventions, and this was outlined a priori in
the review protocols.

As specified in the scope, the experience of care
section from the 2009 guideline was not
included in this update. However, a new review
guestion on patient choice was added to this
update that includes a systematic review of
primary qualitative studies that focus specifically
on service user experience around choice of
treatment.

When making recommendations, the committee
interpreted the RCT evidence in light of their
knowledge of the clinical context (including

[Insert footer here]

3 of 1023




Consultation on draft guideline - Stakeholder comments table

Depression in adults: treatment and management

23 November 2021 - 12 January 2022

National Institute for
Health and Care Excellence

NIC

drawing on their knowledge of the IAPT dataset)
so that the 'reality' for people experiencing
depression was taken into consideration. In
response to stakeholder comments, the
committee have re-structured treatment
recommendations in order to take into account
implementation factors. In January 2020 NICE
published a statement of intent signalling the
ambition for the future use of wider sources of
data and analytic methods (including sources
commonly referred to as real-world data and
evidence). To make decisions about the relative
effectiveness of interventions, RCTs will continue
to be prioritised in line with the NICE guidelines
manual, in order to ensure that the populations
treated with various interventions are
equivalent. However it is possible that in the
future, high-quality real-world datasets such as
the IAPT dataset, could inform questions about
access and engagement.

3 |SH Mind

All Evidence
Reviews

Gene
ral

Gener
al

We are concerned that ‘partial recovery’ is not
included alongside full recovery as a critical
outcome. Improvements to, for example severe
depression, may not meet the criteria for full
recovery but will be significantly meaningful for

individuals. We are concerned that treatments that

may assist someone to move from severe
depression to moderate or mild depression may
not be included, despite the fact this would have a

Thank you for your comment. The guideline
includes continuous changes in scores on
depression scales as a critical outcome for every
treatment question, which will show changes for
people who have both fully and partially
recovered. This was agreed by the committee to
be a better way to capture this data than the use
of a dichotomous outcome for partial recovery.
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significant impact on the wellbeing of individuals.
We are concerned that not including treatments
that enable individuals to achieve ‘partial recovery’
means that certain treatment options may not
have been included which people with lived
experience value, such as arts and creative
therapies. We recommend that ‘partial recovery’ is
included as a critical outcome alongside full
recovery.
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Long-term follow-up data

We welcome the recognition in this draft that long-
term effectiveness is indeed an important outcome
and applaud the efforts made to include such data
where it was available. We regret to learn that very
few studies of those included in the reviews report
long-term follow-up data. We acknowledge,
therefore, the decision that prioritisation of these
outcomes is not possible. However, we notice that
this was not consistently followed through. We do
not think it appropriate and ethical practice to
refer to some but not all of these outcomes and
ask for this to be amended.For example, as
highlighted in Table 13 on p.39 of Evidence Review
B, for less severe depression, 4 studies showed a
statistically significant effect at their respective
follow-up point. However, only the two studies on
group CBT and the one study on group problem-
solving were considered whereas the study in STPP
was not. Another example pertains to the further-
line treatment recommendations, where the
statistically significant benefit of LTPP at follow-up
was not considered whilst for other treatments it
was (Evidence Review D, p. 113).Moreover, it
appears that only studies that yielded a statistically
significant effect at the relevant follow-up point
were considered, whilst those that did not find an
effect were not, especially in the reviews for new
episodes. Again, the findings of all of these studies

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
agree that long-term follow-up is important and
share your disappointment that this is not more
routinely measured and reported. Long-term
follow-up is included in the research
recommendations in the guideline.

As highlighted in table 13 of Evidence report B
and the corresponding 'committee discussion of
the evidence' section, group CBT and group
problem-solving showed benefits on depression
symptoms at follow-up compared to treatment
as usual, and CBT with antidepressants showed
benefits compared to antidepressants alone. The
committee agreed that this provided a useful
indication that the results seen from the NMA
for group CBT and group problem-solving may be
maintained over a longer period. A 6-month
follow-up of short-term psychodynamic
psychotherapy (STPP) compared to non-directive
counselling found a benefit for STPP for the
outcomes of depression symptoms and
remission at 6 months, but the committee noted
that this small amount of evidence did not
change their view, based on the NMA results,
that these treatments had similar levels of
effectiveness.

In further-line treatment (Evidence report D),
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would need to be taken into account as they
provide important information as to whether a
treatment has been found to lose its effect after
treatment ended. For example, for less severe
depression, 55 out of 127 studies included in the
NMA had follow-up data (43%). Of those, 4 were
found to show statistically significant effects at
their respective follow-up point (Evidence B, Table
13, p.39). This means that 51 studies did not show
a statistically significant effect. Similarly, for those
with more severe depression, 27 studies were
identified with follow-up data and, out of those, 8
were found to have a statistically significant effect
(Evidence Review B, Table 27, p.109). Again, this

means that 19 studies showed no sustained effect.
We cannot find where these important findings (of

lack of treatment efficacy in longer-term follow
ups) were both emphasised and considered in
terms of the treatment recommendations.Given
the importance of long term follow up data, both
in demonstrating enduring clinical benefits and

more accurate indications of cost effectiveness, we

are concerned that it is not mentioned in the

section on research recommendations. As stressed

within the various documents of this draft, two
thirds of patients do not currently benefit from
treatments. This equates to more than 2 million
individuals in the UK each year. As such we would
want the guideline to stress that any studies

N I (: National Institute for
Health and Care Excellence

under the 'committee discussion of the evidence'
section the committee highlight the sparsity of
follow-up data from further-line treatment
studies. The committee noted that a small
number of studies could be combined in meta-
analyses for outcomes up to 6 months after
endpoint, however, beyond this point it was
predominantly single-study analyses. The
committee considered this limited evidence, and
noted that a small number of studies showed
evidence for sustained benefits on depression
outcomes associated with augmenting
antidepressants with CBT (up to 40 months), IPT
(up to 12 months), short-term psychodynamic
psychotherapy (up to 12 months), and long-term
psychodynamic psychotherapy (up to 2 years).
The committee agreed that the effects on
depression outcomes at follow-up were
generally in line with the effects observed at
endpoint, and this strengthened their confidence
in the recommendations.
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concerning depression should aim to include and
report their outcomes over the long-term follow-

up.
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Quality of life and functioning outcomes

We are particularly pleased about the inclusion of
functioning and quality of life measures. We regret
to learn that of those studies included in the
reviews, only a few had reported on these
outcomes.We would like to suggest that a
sentence be added in the relevant sections in all
documents referring to the importance of (a)
future studies reporting on such outcomes, and (b)
existing studies to publish these findings where the
data was collected, especially given that these are
the measures of greatest priority to service users.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
agree that quality of life and functioning
outcomes are important. The committee noted
the limited evidence for these outcomes, and
included quality of life and functioning outcomes
for the research recommendations in the
guideline.

The importance of these outcomes is highlighted
in the committee discussion of the evidence
sections (as well as in the research
recommendations). Risk of bias ratings also
downgraded studies where these outcome
measures were recorded but not reported (in
the risk of selective reporting bias rating).
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Gener

Appropriate methods for determining treatment
effect

We are pleased that the third draft of the guideline
includes continuous changes in scores on
depression scales in every review question.
However, we remain concerned that full recovery
is still a critical outcome and that partial recovery,
as we had advised, has not been added. It
furthermore appears that the decisions for
treatment recommendation have been influenced
by these recovery rates. Moreover, the economic
analysis focuses primarily on full remission. As
previously pointed out, full remission or recovery
from a severe depression baseline might be
difficult or impossible to achieve, yet changes
might still be clinically meaningful. Treatment
which helps some service users move from severe
depression to mild or moderate depression (i.e.,
‘partial recovery’), for example, would be worth
recommending. Failing to do so risks the wellbeing
of service users who may otherwise be denied
these potentially transformative changes.We
therefore recommend refining the interpretation
of the evidence to inform treatment
recommendation accordingly.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The guideline
includes continuous changes in scores on
depression scales as a critical outcome for every
treatment question, which will show changes for
people who have both fully and partially
recovered. This was agreed by the committee to
be a better way to capture this data than the use
of a dichotomous outcome for partial recovery.

The economic analysis does not focus primarily
on full remission. The economic analysis of
treatments for a new episode of less severe
depression has modelled only response (defined
as at least 50% improvement in depressive
symptoms) which may reflect full remission or
not (depending on the starting point of
depressive symptoms). Full remission was not
considered in this population, due to lack of
sufficient data in the respective NMA. The
economic analysis of treatments for a new
episode of more severe depression has
considered full remission (i.e. a score on a
depressive symptom scale that was below the
cut-off point for a depression diagnosis) and also
response that did not reach full remission (i.e.
50% improvement in depressive symptoms that
was however not adequate to reach the scale
cut-off point characterising full remission). The
utility data attached to the model health states
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also reflected, as relevant, symptom
improvement not reaching remission and/or
symptom improvement reaching remission.
Therefore, partial remission has been considered
in the economic analysis for both populations.
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Limiting evidence to RCTs only

The NICE manual states that: “In order to
formulate recommendations, the guideline
Committee needs to consider a range of evidence
about what works generally, why it works, and
what might work (and how) in specific
circumstances. The Committee needs evidence
from multiple sources, extracted for different
purposes and by different methods.” (p.67)It is
further understood that the guideline committee
follows the guidance set out in the NICE manual, in
limiting evidence to RCTs in this guideline.
However, we would like to stress that the various
limitations of RCTs specifically in the field of mental
health have been pointed out repeatedly by
experts from many scientific disciplines and
positions irrespective of therapeutic modality. To
create sound policy requires drawing on a diverse
range of evidence. We would like to stress that
there exist important UK-based pragmatic trials
and real-world data. Given the apparent lack of
evidence from the UK (for example, on p.80 (1.21)
of evidence review B only 34 of the included RCTs
in the NMA were UK-based, and as emphasised
throughout the various documents, the systematic
search for UK-based health economic studies
produced only a few relevant studies) it would only
make sense to add important evidence from the
studies that we have at our disposal, and that are

N I (: National Institute for
Health and Care Excellence

Thank you for your comment.

When making recommendations, the committee
interpreted the RCT evidence in light of their
knowledge of the clinical context (including
drawing on their knowledge of the IAPT dataset)
so that the 'reality' for people experiencing
depression was taken into consideration. In
response to stakeholder comments, the
committee have re-structured treatment
recommendations in order to take into account
implementation factors. In January 2020 NICE
published a statement of intent signalling the
ambition for the future use of wider sources of
data and analytic methods (including sources
commonly referred to as real-world data and
evidence). To make decisions about the relative
effectiveness of interventions, RCTs will continue
to be prioritised in line with the NICE guidelines
manual, in order to ensure that the populations
treated with various interventions are
equivalent. However it is possible that in the
future, high-quality real-world datasets such as
the IAPT dataset, could inform questions about
access and engagement.

The committee were aware of pragmatic RCTs
that were excluded from the NMA typically
because the samples in the trials were <80%
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most relevant not only in terms of clinical
evidence, but also in terms of providing important
information about cost-effectiveness. We would
like to point out that, as stated on p. 58, | 45f of
the evidence review B document, the committee
decided despite their exclusion to take some of the
results of these “important and well known”
pragmatic trials into account. However, it appears
that the committee was rather partial with respect
to which results they were taking into account
when considering treatment recommendation,
seemingly considering the effects of CBT and
behavioural treatments in order to justify their
superiority (see for example p. 141, |. 21f; p.146,
[.31f). We therefore ask to amend this draft to
include a more balanced consideration of
pragmatic trials in order to adhere to the scientific
principles of consistency and transparency.Given
the lack of studies included in the guideline review
from the UK/conducted within the NHS, it is
particularly relevant that there is also real-world
data collected through routine outcome
monitoring (i.e. the IAPT data set) collected from
millions of patients treated for depression within
the NHS and carried out in the very setting where
the evidence from the guideline will be applied. As
such, it seems absurd/nonsensical/a missed
opportunity not to include these in full in the
present review, especially when this guideline

N I (: National Institute for
Health and Care Excellence

first-line treatment or <80% non-chronic
depression. These were stipulations of the
review protocol in order to create a homogenous
data set, but the committee used their
knowledge of these studies in the round when
interpreting the evidence from the systematic
review and making recommendations. By way of
illustration some of these studies were listed in
Evidence report B, however, in response to
stakeholder comments the committee agree that
it would be more consistent to name all UK-
based studies which were excluded on this basis
but which the committee were aware of when
making recommendations, and this has now
been done.

Regarding the systematic review of economic
evidence, it is noted that this was limited to UK
studies only in Evidence reviews B (treatment of
a new episode) and C (relapse prevention),
because these areas were supported by
guideline de-novo economic modelling. This
approach yielded 6 UK economic studies of
treatments for less severe depression (plus the
guideline de-novo economic model), 11 UK
economic studies of treatments for more severe
depression (plus the guideline de-novo economic
model), and 2 published UK economic studies of
treatments for relapse prevention (plus the
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continues to emphasise the need to for health care
professionals to collect ROM data (see p.59 of the
draft guideline) We therefore suggest amending
this draft by including such evidence from real-
world data and pragmatic trials.

N I (: National Institute for
Health and Care Excellence

guideline de-novo economic model). The
guideline de-novo economic models were
informed by the guideline NMAs, assessed the
whole range of effective treatments in
respective areas, were directly relevant to
current UK optimal routine care regarding
resource use and unit costs, and were thus given
higher priority over published economic
evidence. In all other economic reviews non-UK
studies were included in a hierarchic way, so that
UK evidence was sought, and where this was not
available, then non-UK studies were included.
This approach is stated in Supplement 1
(Methods).
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The impact assessment does not appear to follow
through into your recommendations, and the
studies used to generate your new guidelines have
not considered the impact or effectiveness of
various treatments for people from minority
groups and/ or for those with additional needs.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. You are correct
that pre-specified sub-group analyses were not
conducted to identify the effectiveness of
treatments for people from minority groups or
with additional needs. However, the equality
impact assessment lists groups for whom there
were likely to be inequalities in accessing
treatment for depression or who would need
special consideration when developing
recommendations, and outlines the
amendments that were made to
recommendations to account for this.
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We welcome NICE’s comprehensive consideration
of the specific barriers faced by communities with
certain protected characteristics and inclusion
health groups. However, we are concerned that no
mention is made within the Equality Impact
Assessment or the Guideline, of the detrimental
impact of discrimination and bias among health
professionals on the treatment these groups
receive. The impact of bias and discrimination on
mental health cannot be understated. It has been
evidenced that subjects of discrimination have a
higher predisposition to suffer health problems,
particularly those related to mental illness such as
depression and anxiety (Alvarez-Galvez, J, Rojas-
Garcia, A (2019). ‘Measuring the impact of multiple
discrimination on depression in Europe.” BMC
Public Health 19, 435). The interplay of
discrimination and depression is well-evidenced.
Previous research on the effects of discrimination
on health have highlighted the influence of ethnic
and racial discrimination on mental and physical
health outcomes (Bhui K, Stansfeld S, McKenzie K,
Karlsen S, Nazroo J, Weich S (2005). ‘Racial/ethnic
discrimination and common mental disorders
among workers: findings from the EMPIRIC study
of ethnic minority groups in the United Kingdom.’
Am J Public Health. 95(3):496-501). Discrimination
based on gender, sexual orientation, language,
religion, nationality, socioeconomic status, or

Gene | Gener
ral al

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
were aware of the potential impact of
discrimination and stigma on access to mental
health services, and have expanded the
recommendations in the section of the guideline
on principles of care to cover potential methods
to overcome stigma, and added text regarding
awareness and avoidance of discrimination to
this section as well, and to the section on access
to services. These changes have also been
described in the Equality Impact Assessment
(EIA).
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disabilities can also lead to poor health outcomes
(Alvarez-Galvez J, Salvador-Carulla L (2010).
‘Perceived discrimination and self-rated health in
Europe: evidence from the European Social
Survey.’. PLoS One. 2013;8(9):e74252). Health
professionals and structures are not immune to
bias, and this can lead to exceedingly poor
outcomes for marginalised groups. For example,
when it comes to psychosis, Black men experience
it around 10 times more frequently than white
men. But despite this, the latter are more than
twice as likely to be receiving treatment for mental
health problems (Mind. ‘Discrimination in mental
health services.” https://bit.ly/34B8Jnn, accessed 6
January 2022). We encourage NICE to include in its
guidance the merits of and recommend bias and
anti-discrimination training for health professionals
supporting and caring for people with depression,
this will be critical in achieving a productive
relationship between practitioner and patient,
based on trust.
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Technology remains a vital factor to support
patient with learning disabilities and autism
spectrum disorder , from evidence most patients
rely on devices to enhance their communication as
they have regular ritualistic behaviour pattern as

Equality part of their condition, the idea of interpreters
Impact ) Gener | remains relevant within the context of asylum
Assessment al seekers Remote consultation removes that regular
part mundane pattern patients have been use to over

the years whereby they have face to face contact,
we have seen an increase in violence and
aggression with some Patients who prefer to have
face to face contact rather than remote
consultation

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The page of the
EIA you refer to relates to the scope of this
guideline. In the section relating to the guideline
itself (3.2) the use of remote consolations has
been discussed, with the caveat that alternatives
to remote consultation must be available.
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Depression evidence review | (nice.org.uk) - Patient
choice review question - What are the facilitators
and barriers that can enhance or inhibit choice of
treatment for adults with depression? (p.6) "there
are a range of pharmacological treatments and
physical interventions such as electroconvulsive
therapy and acupuncture. Many of these
treatments are often used in combination, and
may be delivered in a variety of settings (for
example, individually or in groups, in primary care
or secondary care), adding further complexity to
the choice of treatment." There is significant
evidence of the benefits to mental health from
touch therapies. However, these therapies are not
yet routinely used in the UK and Northern Ireland
within the public and National Health Services
(NHS), with access often triggered by the recipient
rather than a medical professional. As highlighted
earlier, NICE has previously stated that the existing
body of evidence on the legitimacy and efficacy of
touch therapy as a form of treatment is not robust
enough with large enough sample sizes. It is
therefore recommended that a number of trials
are carried out which expect will demonstrate the
benefits and value for money of these treatments
versus those traditionally used in the UK. It is also
recommended that integrated health
improvements should be seen as part of the toolkit
for solutions and social prescribing with existing

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee did
not consider touch therapies to be interventions
that were in regular clinical use for the
treatment of depression. Therefore these
interventions were not specified in any of the
review protocols. As such the evidence on touch
therapies has not been appraised and we are not
able to make any recommendations on their use.
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medical services to support the NHS - with a clear
strategy, policy and funding for Primary Care Trusts
to access. Qualified therapists undertake in excess
of 90 hours of training in anatomy physiology and
pathologies as part of their nationally regulated
gualification for entry into the workforce. They
subsequently undertake additional continual
professional development training in cancer touch
therapy, stress management and other touch
therapies. The sector is well placed to support the
NHS and Public Health to relieve issues and
symptoms relating to Functional neurological
disorders (FND) and physical health and wellbeing
through a range of therapies, improved selfcare
and preventative healthcare.

NIC

National Institute for
Health and Care Excellence
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Depression evidence review | (nice.org.uk) - Patient
choice review question - What are the facilitators
and barriers that can enhance or inhibit choice of
treatment for adults with depression? (p.6) "there
are a range of pharmacological treatments and
physical interventions such as electroconvulsive
therapy and acupuncture. Many of these
treatments are often used in combination, and
may be delivered in a variety of settings (for
example, individually or in groups, in primary care
or secondary care), adding further complexity to
the choice of treatment." There is significant
evidence of the benefits to mental health from
touch therapies. However, these therapies are not
yet routinely used in the UK and Northern Ireland
within the public and National Health Services
(NHS), with access often triggered by the recipient
rather than a medical professional. As highlighted
earlier, NICE has previously stated that the existing
body of evidence on the legitimacy and efficacy of
touch therapy as a form of treatment is not robust
enough with large enough sample sizes. Issues
regarding sample size are also relevant to research
into the benefits of aromatherapy and reflexology
in treating depression.lt is therefore recommended
that a number of trials are carried out which
expect will demonstrate the benefits and value for
money of these treatments versus those
traditionally used in the UK. It is also

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. The committee did
not consider touch therapies to be interventions
that were in regular clinical use for the
treatment of depression. Therefore these
interventions were not specified in any of the
review protocols. As such the evidence on touch
therapies has not been appraised and we are not
able to make any recommendations on their use.

The number of research recommendations that
the committee can develop is limited and
unfortunately touch therapies were not
prioritised for a research recommendation.
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recommended that integrated health
improvements should be seen as part of the toolkit
for solutions and social prescribing with existing
medical services to support the NHS - with a clear
strategy, policy and funding for Primary Care Trusts
to access. Qualified therapists undertake in excess
of 90 hours of training in anatomy physiology and
pathologies as part of their nationally regulated
gualification for entry into the workforce. They
subsequently undertake additional continual
professional development training in
aromatherapy, reflexology, cancer touch therapy,
stress management and other touch therapies. The
sector is well placed to support the NHS and Public
Health to relieve issues and symptoms relating to
Functional Neurological Disorders (FND) and
physical health and wellbeing through a range of
therapies, improved selfcare and preventative
healthcare.

N I (: National Institute for
Health and Care Excellence

13

SH

Faculty of
Public Health

Evidence
Review

Gene
ral

Gener
al

There needs to be greater recognition and
evidence on addressing social factors alongside
other treatment options e.g. practical and social
support with debt, gambling, domestic violence,
unemployment, poor housing etc.

Thank you for your comment. Additional
considerations have been added into the
recommendations on initial assessment,
including factors such as the ones you suggest
that might be contributing to depression. A
recommendation to consider how other agencies
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National Institute for
Health and Care Excellence

NIC

may be able to provide support has also been
added.

14

SH

Faculty of
Public Health

Evidence
Review

Gene
ral

Gener
al

There needs to be greater evidence on individual
physical activity, nature-based activity and other
social and community interventions.

Thank you for your comment. In response to
stakeholder comments, the committee
supported less intense 'move more' exercise for
general wellbeing (although not as a treatment
for depression) and made a new
recommendation to reflect this. The
recommendation also emphasised the benefits
of outdoors activities.
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Research is needed on long term outcomes of skills
and knowledge-based treatment v
antidepressants.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. Outcomes were
assessed at treatment endpoint, but in order to
determine if treatments for depression had
longer term benefits, follow-up measurements
were also analysed and assessed by the
committee as part of their decision-making
process. However, the committee recognised
that although these longer-term outcomes were
very important to people with depression, as
they were not available for all interventions they
would be less useful to the committee to make
recommendations. In general, very limited
evidence provided some reassurance that classes
of interventions that had shown beneficial
results at endpoint, may have beneficial results
at follow-up as well, but there was not enough
evidence to develop recommendations based on
follow-up data alone. Long-term follow-up is
included in the research recommendations in the
guideline.
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No distinction is made between studies that have
used ‘gold standard’ diagnostic interviews to
determine the prescence of depression according
to DSM or ICD and those that have used only a
psychometric tests. The former studies should be
the foundation for recommendations, low quality
30 34 studies should not be added to the mix.Service
delivery assessments are almost invariably based
solely on psychometric test scores alone and it
should be made clear that any recommendations
flowing from this data should be given much less
weighting than given to therapies evaluated in
rct’s.

Evidence
review A

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. As pre-specified in
the review protocols, the population included
adults with clinically important symptoms of
depression (as defined by a diagnosis of
depression according to DSM, ICD or similar
criteria, or depressive symptoms as indicated by
baseline depression scores on validated scales).
Studies using depression symptom scales were
included (in addition to studies that limited
inclusion to those with a diagnosis of depression)
on the basis that such scales are widely used in
RCT research and clinical practice and are
validated in the diagnosis of depression and the
assessment of depression symptom severity. The
committee also noted that excluding studies that
did not use diagnostic interviews would result in
the exclusion of a large number of studies (30%
of studies included in Evidence review A would
not be eligible) and would not allow examination
of those with subthreshold symptoms of
depression which were included in the review
question and protocol.
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Outcome is being assessed for service delivery
purposes in terms of a psychometric test but this
does not gauge what a patient cares about (the

. minimally important difference) e.g back to normal
Evidence Table v p . Jeg
. 31 or best functioning. It should be made clear that
review A 1 . . .

the outcome measure used is deficient. Examining

service delivery may be premature unless it has
first been established that therapy/medication
makes a real world difference in routine care.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. As pre-specified in
the review protocol, critical outcomes for the
service delivery model review (Evidence review
A) included depression symptoms, but also
remission (usually defined as no longer meeting
criteria for depression on a validated symptom
severity scale) and response (usually defined as
at least 50% improvement from the baseline
score on a depression scale). A number of
different care models did not have available data
on the outcomes of remission and response.
Therefore when considering the evidence the
committee placed the greatest emphasis on
depression symptomatology and antidepressant
use, as these provided the best point of
comparison across different interventions.
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The literature review is incomplete. Metacognitive
therapy (MCT) is a psychotherapy which has a
number of published RCT’s for Depression and
Metanalyses. There is one reference to a
comparison with CBT (Jordon et al page 173 line 21
onwards). This reference is neither commented on
in the text or reported in supplement B3 where
analysis including Forrest plots are reported for
other studies.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. Due to the large
number of interventions included in this review,
comparing all pairs of interventions individually
within the network meta-analysis (NMA) or in
the pairwise meta-analyses would not be
feasible and would require particularly complex
consideration and interpretation of the
evidence. Moreover, some interventions
included in the systematic review had been
tested on small numbers of participants and
their effects were characterised by considerable
uncertainty. For these reasons, the analyses
utilised class models: each class consisted of
interventions with a similar mode of action or
similar treatment components or approaches, so
that interventions within a class were expected
to have similar (but not necessarily identical)
effects. Metacognitive therapy (MCT) was
included in the class of cognitive and cognitive
behavioural therapies (as was CBT). Jordan 2014
was included in the NMA that informed the
recommendations. However, because the study
included a within-class comparison it is not
included in the forest plots, and is not
mentioned in the text as the within-class
comparison of MCT versus CBT, was not
regarded by the committee as a critical
comparison.
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The rationale for the use of condensing therapies
into classes seems somewhat arbitrary. |
appreciate that the authors have 100s of
references to compare and condense however
assumptions have been potentially made as to
which therapies are grouped together. Some
therapies which are not classified as cognitive such
as psychodynamic or counselling could legitimately
be placed in the same class but are not. One
rationale presented for clustering is to reduce the
impact of small sample sizes however this seems
inconsistent with some of the analysis and later
commentary when the 2 highest ranked
interventions (Table 11 and 17) have relatively tiny
sample sizes and potentially has implications as to
how the reader could interpret what should be
offered in a service or if one was a service user
what one might request.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Due to the large
number of interventions included in this review,
comparing all pairs of interventions individually
within the network meta-analysis (NMA) or in
the pairwise meta-analyses would not be
feasible and would require particularly complex
consideration and interpretation of the
evidence. The classification system was
developed based on the committee's expert
advice, with psychological therapies been
grouped according to common theoretical
structure and methodological approach, and
pharmacological treatments being grouped
according to mechanism of action or chemical
structure. Even after using this approach, some
classes included a small number of interventions
and/or people tested on each. However, it was
not considered appropriate to group
interventions within these classes with
interventions in other classes, as their
theoretical structure and methodological
approach was not considered common enough,
so such a grouping might bias and invalidate the
results of the analyses.

Regarding the two classes that have received
highest rankings in the tables: these are indeed
treatments tested on a very small number of
people, which, nevertheless, met inclusion
criteria for the NMA and were therefore
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N I (: National Institute for
Health and Care Excellence

included in the analysis. The NMA results for
these two treatments reflected the findings of 2
single RCTs, respectively, with small study size
(see Figure 354 in Supporting documentation B2
and Figure 390 in Supporting documentation B3
for the forest plots of these RCTs, which show
very high effects reported by the RCTs). The
committee did not take the NMA results for
these two classes into account when they made
recommendations. This is because they only
took into account evidence on treatment classes
tested on at least 50 participants across RCTs
included in each NMA. This was the minimum
amount of evidence that a treatment class
should have in order to be considered for a
practice recommendation. The committee
looked at the total size of the evidence base in
this area (treatment of a new episode of
depression) and the large volume of evidence for
some treatment classes relative to others, and
decided not to consider treatment classes with a
small size of evidence base (tested on <50
participants) as there were several treatment
classes with much larger volume of evidence.
This was stated in several places in the
document, but it was not highlighted under 'The
committee's discussion of the evidence'. This
statement has now been included in this section
in the final report. Therefore, this finding did not
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Health and Care Excellence

affect recommendations and should have no
implications for clinical practice. The results of
the NMA should not be read and interpreted in
isolation from the committee's discussion of the
evidence and have not exclusively determined
the formulation of recommendations. The
committee's discussion includes details on how
the committee interpreted the results in light of
their relevance, quality and uncertainty, along
with other considerations, so that readers
understand how the evidence, combined with
further considerations, led to the formulation of
guideline recommendations.
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The presentation of the statistical analyses is
challenging and would benefit from checking out
how a lay person and ordinary clinicians would
understand them.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. The statistical
analyses undertaken were complex due to the
amount and diversity of available data, including
the consideration of two separate populations,
the number of interventions and outcomes
considered, and the statistical handling of
diverse data reported in the RCTs considered in
the systematic review. However, there was an
attempt to simplify the presentation of the
results as much as possible: first of all, under the
section 'Methods and process', there is an
overview of how results were presented, under
'Presentation of the NMA results'. There is also
further explanation on the methods of
presentation of the results under 'Evidence of
network meta-analysis', under 'Base-case
analysis' and 'Bias-adjusted analysis'. Regarding
how results have been presented: network plots
show how evidence was structured, and are an
essential part of presenting results of a NMA. In
the final report there is now text added under
each plot to help interpretation. There are also
tables for every outcome considered in the
NMA, which reports all treatment classes and
interventions and numbers randomised to each,
so that readers are aware of the evidence base
for each treatment class, intervention and
outcome. Finally, results have been reported in
two different ways: as forest plots, which is a
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standard way of presenting results of meta-
analysis, and also in a tabulated form, where all
treatment classes have been ranked from best to
worst, along with the respective numbers
randomised to each, their effects versus the
reference treatment, and also the rankings in the
analysis. Admittedly, there is a lot of information
presented, but this has been simplified as much
as possible, while retaining transparency and
without omitting any crucial findings. Under the
'Committee’s discussion of the evidence' there is
also a description of results without numbers
and complex statistical terms, explaining how
the committee interpreted the results and
reached recommendations, in a way that is more
approachable to a lay person and clinicians alike.
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The literature review is incomplete. Metacognitive
therapy (MCT) is a psychotherapy which has a
number of published RCT’s for Depression and
Metanalyses. There is one reference to a
comparison with CBT (Jordon et al page 173 line 21
onwards). This reference is neither commented on
in the text or reported in supplement B3 where
analysis including Forrest plots are reported for
other studies.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. Due to the large
number of interventions included in this review,
comparing all pairs of interventions individually
within the network meta-analysis (NMA) or in
the pairwise meta-analyses would not be
feasible and would require particularly complex
consideration and interpretation of the
evidence. Moreover, some interventions
included in the systematic review had been
tested on small numbers of participants and
their effects were characterised by considerable
uncertainty. For these reasons, the analyses
utilised class models: each class consisted of
interventions with a similar mode of action or
similar treatment components or approaches, so
that interventions within a class were expected
to have similar (but not necessarily identical)
effects. Metacognitive therapy (MCT) was
included in the class of cognitive and cognitive
behavioural therapies (as was CBT). Jordan 2014
was included in the NMA that informed the
recommendations. However, because the study
included a within-class comparison it is not
included in the forest plots, and is not
mentioned in the text as the within-class
comparison of MCT versus CBT, was not
regarded by the committee as a critical
comparison.
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The rationale for the use of condensing therapies
into classes seems somewhat arbitrary. |
appreciate that the authors have 100s of
references to compare and condense however
assumptions have been potentially made as to
which therapies are grouped together. Some
therapies which are not classified as cognitive such
as psychodynamic or counselling could legitimately
be placed in the same class but are not. One
rationale presented for clustering is to reduce the
impact of small sample sizes however this seems
inconsistent with some of the analysis and later
commentary when the 2 highest ranked
interventions (Table 11 and 17) have relatively tiny
sample sizes and potentially has implications as to
how the reader could interpret what should be
offered in a service or if one was a service user
what one might request.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Due to the large
number of interventions included in this review,
comparing all pairs of interventions individually
within the network meta-analysis (NMA) or in
the pairwise meta-analyses would not be
feasible and would require particularly complex
consideration and interpretation of the
evidence. The classification system was
developed based on the committee's expert
advice, with psychological therapies been
grouped according to common theoretical
structure and methodological approach, and
pharmacological treatments being grouped
according to mechanism of action or chemical
structure. Even after using this approach, some
classes included a small number of interventions
and/or people tested on each. However, it was
not considered appropriate to group
interventions within these classes with
interventions in other classes, as their
theoretical structure and methodological
approach was not considered common enough,
so such a grouping might bias and invalidate the
results of the analyses.

Regarding the two classes that have received
highest rankings in the tables: these are indeed
treatments tested on a very small number of
people, which, nevertheless, met inclusion
criteria for the NMA and were therefore
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included in the analysis. The NMA results for
these two treatments reflected the findings of 2
single RCTs, respectively, with small study size
(see Figure 354 in Supporting documentation B2
and Figure 390 in Supporting documentation B3
for the forest plots of these RCTs, which show
very high effects reported by the RCTs). The
committee did not take the NMA results for
these two classes into account when they made
recommendations. This is because they only
took into account evidence on treatments tested
on at least 50 participants across RCTs included
in each NMA. This was the minimum amount of
evidence that a treatment class should have in
order to be considered for a practice
recommendation. The committee looked at the
total size of the evidence base in this area
(treatment of a new episode of depression) and
the large volume of evidence for some
treatment classes relative to others, and decided
not to consider treatment classes with a small
size of evidence base (tested on <50
participants) as there were several treatment
classes with much larger volume of evidence.
This was stated in several places in the
document, but it was not highlighted under 'The
committee's discussion of the evidence'. This
statement has now been included in this section
in the final report. Therefore, this finding did not
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affect recommendations and should have no
implications for clinical practice. The results of
the NMA should not be read and interpreted in
isolation from the committee's discussion of the
evidence and have not exclusively determined
the formulation of recommendations. The
committee's discussion includes details on how
the committee interpreted the results in light of
their relevance, quality and uncertainty, along
with other considerations, so that readers
understand how the evidence, combined with
further considerations, led to the formulation of
guideline recommendations.
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The presentation of the statistical analyses is
challenging and would benefit from checking out
how a lay person and ordinary clinicians would
understand them.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. The statistical
analyses undertaken were complex due to the
amount and diversity of available data, including
the consideration of two separate populations,
the number of interventions and outcomes
considered, and the statistical handling of
diverse data reported in the RCTs considered in
the systematic review. However, there was an
attempt to simplify the presentation of the
results as much as possible: first of all, under the
section 'Methods and process', there is an
overview of how results were presented, under
'Presentation of the NMA results'. There is also
further explanation on the methods of
presentation of the results under 'Evidence of
network meta-analysis', under 'Base-case
analysis' and 'Bias-adjusted analysis'. Regarding
how results have been presented: network plots
show how evidence was structured, and are an
essential part of presenting results of a NMA. In
the final report there is now text added under
each plot to help interpretation. There are also
tables for every outcome considered in the
NMA, which reports all treatment classes and
interventions and numbers randomised to each,
so that readers are aware of the evidence base
for each treatment class, intervention and
outcome. Finally, results have been reported in
two different ways: as forest plots, which is a
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standard way of presenting results of meta-
analysis, and also in a tabulated form, where all
treatment classes have been ranked from best to
worst, along with the respective numbers
randomised to each, their effects versus the
reference treatment, and also the rankings in the
analysis. Admittedly, there is a lot of information
presented, but this has been simplified as much
as possible, while retaining transparency and
without omitting any crucial findings. Under 'The
committee's discussion of the evidence' there is
also a description of results without numbers
and complex statistical terms, explaining how
the committee interpreted the results and
reached recommendations, in a way that is more
approachable to a lay person and clinicians alike.
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In Table 2 (p. 18) | note that the treatment classes
“Self-help without/with minimal support” includes
“Computerised cognitive bias modification” and
the class “Self-help with support” includes
“Cognitive bias modification with support”, and
effect sizes etc. are calculated for these
interventions as part of the NMA (e.g. Tables 4, 5
etc). The Ns for these interventions seemed very
small, and when | checked the included studies
there are only 3 (Baert 2010_study 1, Pictet 2016,
Watkins 2009). There are many more studies in the
Cognitive Bias Modification (CBM) literature
addressing depression, see e.g. the 2020 network
meta analysis in Lancet Psychiatry:Fodor, L. A,
Georgescu, R., Cuijpers, P., Szamoskozi, S., David,
D., Furukwa, T. A., & Cristea, |. A. (2020). Efficacy of
cognitive bias modification interventions in anxiety
and depressive disorders: A systematic review and
network meta-analysis. Lancet Psychiatry, 7(6),
506-514. https://doi.org/10.1016/52215-
0366(20)30130-9And there are several studies
published since then. From the search process and
inclusion/exclusion criteria it is not at all clear why
out of the many studies examining CBM on
depression symptoms just these 3 were included. |
wonder whether there was either a problem with
either how the search was conducted, or with the
specification of the inclusion/exclusion criteria, as
it is difficult to see how it would make sense for

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. The network
meta-analysis review that you cite (Fodor 2020)
was identified by the searches and has been
checked for additional relevant primary studies.
The systematic review (Fodor 2020) and any
additional primary studies that were included in
Fodor 2020 and were assessed at full-text for
inclusion, are listed under excluded studies in
Supplement B1. Due to the large number of
interventions included in this review, comparing
all pairs of interventions individually within the
network meta-analysis (NMA) or in the pairwise
meta-analyses would not be feasible and would
require particularly complex consideration and
interpretation of the evidence. Moreover, some
interventions included in the systematic review
had been tested on small numbers of
participants and their effects were characterised
by considerable uncertainty. For these reasons,
the analyses utilised class models. Although the
3 studies cited target different biases (Baert
2010_study 1, Pictet 2016, Watkins 2009), the
committee considered it appropriate to group
them into a class as the interventions were
considered to have broadly similar modes of
action, treatment components, and approaches,
and the interventions were expected to have
similar (but not necessarily identical) effects.
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these 3 studies included out of all the studies out
there, but no others. If how things are in the
current draft guidance is correct, it would be good
to document somewhere the exclusion reasons for
other studies e.g., those listed in Fodor et a. 2020 (I
could not find this information). Otherwise, it
brings into question the credibility of the literature
selection process and subsequent
recommendations (e.g., it makes me wonder
whether there might be similar situations for other
intervention classes examined). Further, these
three studies are investigating 3 very different
interventions (one targeting attentional biases, one
interpretation biases, and one concreteness) and it
is questionable whether it makes sense to class
them as one type of intervention. Normally these
would be examined separately, otherwise it is a bit
like classing all anti-depressants as ‘medicine’.
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Reliance on short-term outcomes

Depression is often a long-term, re-occurring
condition (cp. IAPT data in Hepgul et al., 2016,
https://bmcpsychiatry.biomedcentral.com/track/p
df/10.1186/s12888-016-0736-6.pdf). The current
Evidence Gene | Gener | draft guideline recognises some longer-term
review B ral al follow-up data (Evidence review B, p. 73), but it
continues to rely heavily on very short-term
outcomes, most commonly over a 6 to 12 week
period. It also adopts a simple, binary model of
recovery, ignoring partial recovery which in the
real world may be very significant.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
agree that long-term follow-up is important and
share your disappointment that this is not more
routinely measured and reported. Long-term
follow-up is included in the research
recommendations in the guideline.

The guideline includes continuous changes in
scores on depression scales as a critical outcome
for every treatment question, which will show
changes for people who have both fully and
partially recovered. This was agreed by the
committee to be a better way to capture this
data than the use of a dichotomous outcome for
partial recovery.
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We are concerned that the research cited is
limited and has a tendency for over reliance on
computerised cognitive behavioural approaches.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Different self-help
approaches (with or without support) were
searched for and were eligible for inclusion. In
addition to computerised approaches, there are
also RCTs of cognitive bibliotherapy, behavioural
bibliotherapy, expressive writing, mindfulness
meditation CD, relaxation training CD, and third-
wave cognitive therapy CD, included in the
network meta-analyses (NMAs) for treatment of
a new episode of depression.

One intervention per class was used as an
exemplar in the economic analysis, as it was not
feasible to model all interventions included in
the NMA. Computerised CBT (cCBT) was selected
as the exemplar from the class of self-help with
support as it had a large evidence base and a
high effect compared with other interventions in
the same class. Thus, the clinical evidence and
resource use data used to inform the economic
analysis were specific to cCBT; consequently, the
results of the economic analysis were specific to
cCBT (but could also be extrapolated to any
other intervention with similar acceptability,
effectiveness and resource use). However, the
treatment class effect size for self-help (with or
without support) that was estimated from the
NMA and reported in the clinical evidence
sections of evidence review B, was informed by
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evidence from all interventions included in the
treatment class. In addition, individual
intervention effects have been reported in
Evidence review B for all interventions within
each class for the SMD outcome (for both less
and more severe depression).

In response to stakeholder comments, the self-
help with support section has been relabelled as
guided self-help and the description of guided
self-help has been amended to clarify that this is
not restricted to cCBT.
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Within the research used we would like to express
Evidence Gene | Gener | concern that the population demographics have
Review B ral al some limitations and are not always representative
of patient populations.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
considered RCTs as the most appropriate study
design to assess clinical and cost effectiveness.
This is consistent with the NICE guidelines
manual which recognises RCTs as the most valid
evidence of the effects of interventions, and this
was outlined a priori in the review protocols.
When making recommendations, the committee
interpreted the RCT evidence in light of their
knowledge of the clinical context so that the
'reality’ for people experiencing depression was
taken into consideration and recommendations
were made that were relevant to the
populations that clinicians typically encounter.
The committees' discussions on this are
documented in 'the committee’s discussion of
the evidence' sections

[Insert footer here]

44 of 1023




Department
for
Environment,
Food & Rural
Affairs

28 | SH

Evidence
Review B

Gene
ral

Depression in adults: treatment and management
Consultation on draft guideline - Stakeholder comments table

23 November 2021 - 12 January 2022

Gener
al

There is no mention of the impact of interactions
with green or blue space on treating depression in
any of the research cited in this evidence review.
We suggest that the scope of research for
treatments is widened to include nature-based
health interventions. There is a wealth of research
which shows the positive impacts of time spent in
green and blue space on depression which should
be considered when developing recommendations
on treating depression to ensure that interventions
such as green social prescribing are not
overlooked. Examples of evidence which could be
reviewed are outlined below (please note this is
not exhaustive): Public Health England (2020),
Improving access to greenspace: A new review for
2020,
https://assets.publishing.service.gov.uk/governme
nt/uploads/system/uploads/attachment_data/file/
904439/Improving_access_to_greenspace_2020 r
eview.pdfDefra (2018), Health and the Natural
Environment: A review of evidence, policy, practice
and opportunities for the future,
http://randd.defra.gov.uk/Document.aspx?Docum
ent=14290_HealthandtheNaturalEnvironment_Full
Report_29.08.18.pdfUK Parliament Research
Briefing (2020), Mental health statistics:
prevalence, services and funding in England,
Mental health statistics: prevalence, services and
funding in England - House of Commons Library

National Institute for
Health and Care Excellence

NIC

Thank you for your comments. The committee
did not consider nature-based activities to be
interventions that were in regular clinical use for
the treatment of depression. Therefore these
interventions were not specified in any of the
review protocols and consequently the studies
that you cite would not have met the inclusion
criteria for the reviews.

However, in response to stakeholder comments,
the committee supported less intense 'move
more' exercise for general wellbeing (although
not as a treatment for depression) and made a
new recommendation to reflect this. The
recommendation also emphasised the benefits
of outdoors activities.
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(parliament.uk) ENCA Services Databook - ONS
(2019) UK Natural Capital AccountsHealth matters:
obesity and the food environment - GOV.UK
(www.gov.uk)Natural England, A review of nature-
based interventions for mental health care, A
review of nature-based interventions for mental
health care - NECR204
(naturalengland.org.uk)Natural England (2020),
Nature connectedness among adults and children
in England Mourato et al., Economic Analysis of
Cultural Services (2010)Public Health England,
Improving access to greenspace (2020)Cross
government project on preventing and tackling
mental ill health through green social prescribing
(research on the effectiveness of green social
prescribing included below):Willis et al, Green
space and health benefits: a QALY and cost-
effectiveness analysis of a mental health
programme (2016)Maughan DL et al, Primary-care-
based social prescribing for mental health: an
analysis of financial and environmental
sustainability (2016)Dayson and Bashir, The social
and economic impact of the Rotherham Social
Prescribing Pilot: main evaluation report
(2014)Natural England, Good practice in social
prescribing for mental health: the role of nature-
based interventions’ (2017) Cross government
paper on ‘Why society needs nature: Lessons
learned from research during Covid-19’White et al,

NIC

National Institute for
Health and Care Excellence
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‘Would you be happier living in a green urban
area?’ (2013) Van den Berg et al, Health benefits
of green spaces in the living environment
(2015)Natural England, A rapid scoping review of
health and wellbeing evidence for the Framework
of Green Infrastructure Standards (2020)White et
al, ‘Spending at least 120 minutes a week in nature
is associated with good health and wellbeing’,
(2019)Social Return on Investment analysis of the
health and wellbeing impacts of Wildlife Trust
programmeshttps://www.nature.com/articles/s41
598-021-87675-
Ohttps://www.euro.who.int/en/health-
topics/environment-and-health/urban-
health/publications/2017/urban-green-space-
interventions-and-health-a-review-of-impacts-and-
effectiveness.-full-report-
2017https://www.ncbi.nlm.nih.gov/pmc/articles/P
MC4410252/https://pubmed.ncbi.nlm.nih.gov/256
31858/https://www.exeter.ac.uk/news/homepage
/title_830601_en.htmlhttps://www.mentalhealth.
org.uk/sites/default/files/MHAW21 NATURE%20R
EPORT_ENG_web.pdf (includes a number of
studies)https://www.ncbi.nlm.nih.gov/pmc/article
s/PMC7688424/

NIC

National Institute for
Health and Care Excellence
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We note that the evidence for evidence-based
mindfulness-based interventions has been grouped
together and assessed alongside more general
mindfulness meditation groups, and a ‘meditation-
relaxation’ group.Mindfulness specifically
encourages people to open up to all of their
experience, and practice de-centring from their
thoughts and ruminations. MBCT is a clinical
Evidence Gene | Gener | programme incorporating elements of CBT that can
review B ral al be particularly useful for those with depression to
manage and respond to the thoughts they are
observing. Mindfulness is therefore not the same
as ‘relaxation’ meditation, and we suggest that
meditation is separated out from mindfulness in
the evidence review to provide a more accurate
picture of its effectiveness and ensure people are
able to make a clear and informed choice over
their treatment options.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. Due to the large
number of interventions included in this review,
comparing all pairs of interventions individually
within the network meta-analysis (NMA) or in
the pairwise meta-analyses would not be
feasible and would require particularly complex
consideration and interpretation of the
evidence. Moreover, some interventions
included in the systematic review had been
tested on small numbers of participants and
their effects were characterised by considerable
uncertainty. For these reasons, the analyses
utilised class models: each class consisted of
interventions with a similar mode of action or
similar treatment components or approaches, so
that interventions within a class were expected
to have similar (but not necessarily identical)
effects. However, the committee did agree that
MBCT should be given as an exemplar of this
class and in Table 1 of the recommendations, in
considering how to deliver group mindfulness or
meditation it is recommended that 'a
programme such as mindfulness-based cognitive
therapy specifically designed for people with
depression' is used.
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We are disappointed not to see reference to more
recent reviews of mindfulness-based interventions,
having provided these in response to previous
consultations of the draft guidelines. In particular,
Evidence Gene | Gener | we note that Goldberg et al 2018, which is the
review B ral al most comprehensive meta-analysis to date of RCTs
of mindfulness-based interventions for adults
experiencing a current mental health problem,
including sub-group analyses for people
experiencing a current episode of depression.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The systematic
review that you cite (Goldberg et al. 2018) has
been checked for additional relevant primary
studies, and listed under excluded studies in
Supplement B1 (as it was not appropriate to
include in its entirety).
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Network Meta-Analysis (NMA)We appreciate the
inclusion of pair-wise meta-analyses alongside the
NMA for the review of first episode depression.
However, we remain very concerned about the fact
that NMA continues to be the primary data
analysis and that, in the end, pair-wise analyses
were only used for comparison reasons. As stated
on p.39 in evidence review B, the decision was
made to utilise only the NMA results based on the
finding that there were only very few differences in
the comparison of findings between both. A
problem with such a comparison, however, is that
it can only be made for those comparisons for
which direct evidence is available.As we have
emphasised during all consultations on this
guideline, the validity or trustworthiness of
statistical evidence derived from NMA is highly
controversial (Faltlinsen et al., 2018; Leucht et al.,
2016). Given that it has no formal expert
consensus, such an analytical approach can be
viewed only as an experimental technique, and we
believe that a national health treatment guideline
should not be based on an experimental
technique.In line with leading scientists, we
strongly maintain that NMA should only be used
when certain conditions are met. As repeatedly
pointed out, these conditions seem not to have
been met adequately here, showing evidence that
transitivity and consistency assumptions are

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. NMA was the
main method used to synthesise evidence on
pharmacological, psychological, psychosocial,
physical and combined interventions,
consistently with previous drafts of this
guideline, in order to allow estimation of the
relative effectiveness, acceptability and
tolerability across all treatments for a new
episode of less severe or more severe
depression. Pairwise meta-analysis was
employed to synthesise data on all critical
outcomes of the clinical analysis in order to
compare the results of the NMA with those of
pairwise meta-analysis (MA) and explore any
differences between them and possible reasons
for any differences. Moreover, pairwise MA was
used to synthesise follow-up data as well as data
on functioning and quality of life. However, the
decision was (right at the start rather than in the
end of the process) that results of pairwise MAs
on critical outcomes would not be considered as
the primary source of evidence when
formulating recommendations. This decision is
stated under ‘Summary of methods, Evidence
synthesis’, in Evidence review B. Nowhere on
page 39 is it stated that there was a decision to
utilise only the NMA results based on the finding
that there were only very few differences in the
comparison of findings between NMA and
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violated. Our concerns are supported by various
statements within the draft guideline that point to
these limitations. Moreover, given that the
economic modelling carried out in this draft
guideline is heavily influenced by the NMA (and
therefore its limitations), we are similarly
concerned about the trustworthiness of the
outcome of the economic analysis of treatments.
We therefore reiterate our advice that until there
is consensus and evidence of the validity of such a
statistical analysis for this type of complex dataset
that combines three different modalities of
treatment (pharmacological, psychological and
physical), the primary method to synthesise the
evidence should be through direct comparison
(standard meta-analysis).

standard pairwise MA. It is only stated that,
where relevant, results were overall consistent
between the NMA and the pairwise meta-
analysis. This finding was reassuring for the
committee and increased its confidence in the
NMA results. It is true that the comparison
between NMA and pairwise MA results cannot
be made for comparisons between treatments
for which direct evidence is not available, and
this is an important advantage of NMA over
pairwise MA: that it allows estimation of effects
between interventions that have not been
directly compared in a head-to-head comparison
via indirect comparisons. This is essential in
order to estimate the relative effectiveness of all
pairs of treatments assessed in the review. It
also allows simultaneous comparison of the
effects and ranking of all treatments.

Interestingly, Faltinsen et al. (2018) report that
WHO have started advocating the use of NMA to
inform clinical guidelines and that the scientific
production of network meta-analyses is
increasing rapidly over the world. (They also
report that NICE guidelines typically prefer direct
evidence from RCTs and conventional meta-
analyses to indirect evidence — this is not entirely
true, as NICE prefer RCTs to indirect evidence,
but “when multiple competing options are being
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N I (: National Institute for
Health and Care Excellence

appraised, a network meta-analysis should be
considered” according to the NICE Guidelines
Manual.) The authors recommend further
methods for reporting and statistical testing of
NMAs — which is fully agreed. Full reference to
Leucht et al. (2016) could not be identified in
your comments, but perhaps you refer to the
paper “Network meta-analyses should be the
highest level of evidence in treatment
guidelines” (EUR ARCH PSY CLIN N 2016; 266,
477-480) where the authors conclude: “in our
opinion, systematic reviews based on network
meta-analyses should generally be the highest
level of evidence in treatment guidelines, but we
need to assess them carefully and in certain
situations (such as if a meta-analysis is mainly
composed of small trials)”. In the area of mental
health only, there are several NMAs published
on treatments for depression, anxiety, PTSD,
schizophrenia etc. NICE has used NMA in the
past to inform other mental health guidelines,
including PTSD, bipolar disorder, generalised
anxiety, psychosis and social anxiety, and in
several other diverse disease areas such as
epilepsy, acne, and induction of labour. There
are also several NMAs published in the area of
psychotherapies for Depression (e.g. Barth et al,
PLOS Medicine 2013, 10(5): e1001454; Cuijpers
et al, JAMA Psychiatry 2019, 76(7):700-707;
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N I (: National Institute for
Health and Care Excellence

Cuijpers et al, World Psychiatry 2020, 19(1):92-
107; Cuijpers et al, World Psychiatry 2021,
20(2):283-293; Zhou et al, World psychiatry
2015, 14(2):207-222; Lépez-Lopez et al,
Psychological medicine 2019, 49(12):1937—-
1947), many of which have compared different
types of therapy such as pharmacological vs
psychological interventions, online vs. face-to-
face interventions, etc. There are also published
NMAs of psychotherapies for anxiety disorders
(Mayo-Wilson et al, Lancet Psychiatry 2014,
1(5):368-376; Chen et al, Journal of psychiatric
research 2019, 118:73-83), panic disorder
(Pompoli et al, The Cochrane database of
systematic reviews 2016, 4(4):CD011004), and
PTSD (Merz et al, JAMA Psychiatry 2019,
76(9):904-913; Mavranezouli et al, Psychological
medicine 2020, 50(4): 542-555; Coventry et al,
PLoS medicine 2020, 17(8):e1003262;
Mavranezouli et al, J Child Psychol Psychiatry
2020, 61(1):18-29). The above suggest that NMA
is recognised as an established method of
evidence synthesis and not as an experimental
technique.

Consistency between direct and indirect
evidence and transitivity are met when the
distribution of the effect modifiers is the same
across treatment comparisons. It is correct that,
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N I (: National Institute for
Health and Care Excellence

for a valid analysis, due consideration must be
given to the evaluation of effect modifiers across
all comparisons. Balanced distribution of effect
modifiers cannot happen when there is
heterogeneity in populations and/or
interventions. This heterogeneity, however, can
be a problem in both pairwise MA and NMA and
should be considered prior to conducting the
meta-analysis, and when interpreting the results.
In the guideline NMA a large part of
heterogeneity was controlled by splitting
populations with less and more severe
depression, using detailed treatment definitions
[including treatment intensity and mode of
delivery for psychological interventions] and
categorising them using a class random effects
model. Heterogeneity was assessed by
examining for model fit and checking for
inconsistency between direct and indirect
evidence. Other parameters, such as sex, socio-
economic factors, therapist factors, may also
contribute to heterogeneity, in particular in such
a large and complex dataset, but this would also
be a problem had exclusively pairwise MA of the
142 RCTs for less severe depression and 534
RCTs for more severe depression included in the
systematic review been conducted. Considering
heterogeneity when assessing the hundreds of
pairwise, independent comparisons of this
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N I (: National Institute for
Health and Care Excellence

dataset would make interpretation of the
findings and conclusions as to which
interventions are the best options highly
problematic. Between-study heterogeneity in
the NMA was formally assessed for each
network; results of this assessment were taken
into account when interpreting the results of the
NMA and making recommendations. Moreover,
for the SMD outcome, a non-pharmacological
subgroup of the overall dataset was analysed
separately as a sensitivity analysis, to explore
whether transitivity issues between
pharmacological and non-pharmacological trials
might have impacted on the results of the NMA.
In addition, also for the SMD outcome, a sub-
group analysis including only studies at low risk
of bias for the attrition domain in the RoB tool
has now been conducted. Detailed results of
inconsistency checks and comparison between
mixed (NMA) and direct evidence as well as
additional sensitivity and sub-group analyses
have been provided in Appendix M of Evidence
review B, and supplements B5 and B6. The
committee considered all these issues and
additional analyses when making
recommendations alongside the results of the
pairwise MA, the economic modelling results
and newly reviewed qualitative evidence.
Recommendations take also into account
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N I (: National Institute for
Health and Care Excellence

individual patient needs and preferences, which
might be argued to be an effect modifier the
distribution of which could potentially differ
across pharmacological, psychological and
physical treatment trials.

Consideration of cost-effectiveness is an
essential element of NICE guidelines. The
economic analysis assessed concurrently the
relative cost-effectiveness of all effective
treatments with an adequate evidence base for
less and more severe depression. Economic
modelling would not be possible to carry out had
the guideline utilised only pairwise MA and not
NMA. This is because, in order to assess the
relative cost-effectiveness across all treatments,
the economic model must be informed with data
on the relative effects (discontinuation,
response, remission in this particular model)
across all treatments, and this simultaneous
reference to relative effects is only possible with
NMA and not with pairwise MA.
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Class modelsThe class models that have been
adopted raises significant concern. The guideline
states: “Each class consisted of interventions with a
similar mode of action or similar treatment
components or approaches so that interventions
within a class were expected to have similar (but
not necessarily identical) effects.” There is no
evidence that this similarity is in fact the case. The
lack of an explanation or definition as to how
similarity between and within classes was assessed
is striking and a serious omission. We recommend
the inclusion of a more thorough and transparent
explanation alongside a Table or Figure in the main
document that summarises these. As far as we
could discern, the only place where the
information can be found is in the supplementary
excel spreadsheet (Supplement B1).The decision
that an estimate for variance was borrowed from
other interventions where it was not available
needs to be made more transparent and justified
adequately. For example, Exercise borrowed
variance from Counselling; Sort-term
Psychodynamic Psychotherapy, Psychoeducation,
and Interpersonal Psychotherapy, Self-help, and
Behavioural Therapies borrowed variance from
Cognitive Behavioural Therapy. It is currently not
clear as to why this approach was chosen and we
recommend the inclusion of a plausible rationale.
We consider this especially crucial as treatment

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
drew on their clinical knowledge and experience
to categorise interventions into classes. In
response to your comment. a cross-reference to
Supplement B1 has been added to the evidence
report to highlight where the full list of
intervention and class categorisations can be
found.

The decision about the borrowing of variance
estimates was clearly stated in the protocol,
which is available in PROSPERO
(CRD42019151328) and also in Appendix A of
Evidence review B. Details of the process are
provided in the NMA report in Appendix M of
Evidence review B under the 'Class models'
section, which has now been slightly edited to
further clarify the rationale for the adopted
approach. As stated, the borrowing of variance
from other classes was only needed for classes
which did not have enough evidence to estimate
within-class variability of effects (i.e. classes with
just 1 or 2 interventions) and only for analyses
where the evidence for a class did not allow
estimation of within-class variability of effects.
E.g. if a class included 3-4 interventions in one
analysis and was thus possible to estimate its
within-class variability of effect, then it did not
borrow variance from another class. However, if
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costs were extrapolated from some interventions
to others within a class for the economic analysis.

N I (: National Institute for
Health and Care Excellence

in another analysis (e.g. for a different
population/outcome) it had inadequate evidence
(1-2 interventions in the class), then it did
borrow variance from another class with
adequate relevant evidence. The assumptions
around which classes to borrow variance from
for classes with inadequate relevant evidence
was made by the committee, based on their
expertise on the expected variability of effects
across interventions within a class (i.e. how
similar or diverse effects interventions within a
particular class were expected to have). It is
noted that this process did not affect the mean
class effect, but only the spread/uncertainty
around the class effect and across the
interventions within the class with inadequate
evidence. It obviously did not affect in any way
classes with adequate evidence regarding the
estimation of the within-class variance of effects.

Borrowing/sharing variance from/with another
class was necessary to retain the individual
treatment effects within classes formed by 1-2
interventions, and can be considered a
conservative assumption, since the alternative
would be to assume no variance within the class,
which would mean that all interventions in the
class would have the same treatment effect,
which is a much stronger assumption. The fit of
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N I (: National Institute for
Health and Care Excellence

all models was tested and was found to be
adequate so that there was no evidence that the
data were in conflict with the assumptions
underpinning the analysis.

The process of borrowing variance for some
classes in some of the NMAs is not related at all
with processes and assumptions underpinning
the economic modelling. Moreover, treatment
costs were not extrapolated from any
intervention to any other interventions within
the class. It was conclusions on cost-
effectiveness of an intervention within a class
that, where appropriate (i.e. where interventions
shared similar effectiveness and resource
intensity), were extrapolated to other
interventions within the class, as it was not
feasible to model every single intervention in the
class. This is stated in Appendix J of Evidence
report B, under Discussion: “Specific
interventions were used as exemplars within
each class, so that results of interventions can be
extrapolated to other interventions of similar
effectiveness and resource intensity within their
class."
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Network meta-analysis (NMA)

It is unclear quite why the committee decided to
utilise the NMA as the primary analysis, and only
used the pair-wise analyses for comparison
reasons.As stated on p.39, the decision was made
to utilise only the NMA results was based on the
finding that there were only very few differences in
the comparison of findings between both. A
problem with such a comparison, however is, that
it can only be made for those comparisons for
which direct evidence is available. In line with
leading scientists, we strongly maintain that NMA
should only be used when certain conditions are
met. As shown, there are numerous violations of
assumptions and other methodological
shortcomings in this analysis plan that warrant our
concerns that the resulting treatment
recommendations have to be viewed with absolute
caution and may not even be valid. Moreover, the
health economic analyses are also impacted, given
that they are based on the results derived from the
NMA.Furthermore, the validity or trustworthiness
of statistical evidence derived from NMA is
controversial (Faltlinsen et al., 2018; Leucht et al.,
2016). Given that it has no formal expert
consensus, such an analytical approach can be
viewed only as an experimental technique, and we
believe that a national health treatment guideline
should not be based on an experimental

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. NMA was the
main method used to synthesise evidence on
pharmacological, psychological, psychosocial,
physical and combined interventions,
consistently with previous drafts of this
guideline, in order to allow estimation of the
relative effectiveness, acceptability and
tolerability across all treatments for a new
episode of less severe or more severe
depression. Pairwise meta-analysis (MA) was
employed to synthesise data on all critical
outcomes of the clinical analysis in order to
compare the results of the NMA with those of
pairwise MA and explore any differences
between them and possible reasons for any
differences. Moreover, pairwise MA was used to
synthesise follow-up data as well as data on
functioning and quality of life. However, the
decision was (right at the start rather than in the
end of the process) that results of pairwise MAs
on critical outcomes would not be considered as
the primary source of evidence when
formulating recommendations. This decision is
stated under ‘Summary of methods, Evidence
synthesis’, in Evidence review B. Nowhere on
page 39 is it stated that there was a decision to
utilise only the NMA results based on the finding
that there were only very few differences in the
comparison of findings between NMA and
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technique. Assumption of transitivity and
consistency likely not met.Results drawn from
indirect comparisons can only be valid when the
assumptions of transitivity and consistency are met
(e.g., Cipriani et al.,2013; Faltlinsen et al., 2018).
Possible modifiers affecting the outcome need
therefore to be controlled for between the studies.
As with the previous two analyses, again, not all
sensitivity analyses appeared to have been carried
out in the current analyses. These were only
conducted for participants in pharmacological vs.
non-pharmacological treatments. Thus, whether
the transitivity assumption holds, for example, for
the comparison of different non-pharmacological
treatments is not clear. A general limitation of
NMA is that the statistical power to detect
inconsistencies between direct and indirect
evidence may be insufficient in comparisons
including few studies with small samples, especially
if heterogeneity is large (Faltinsen et al., 2018,
Veroniki et al., 2014). Despite trying to circumvent
the problem by including a class model, existing
inconsistencies may still have not been detected as
several studies included show small sample sizes,
with N< 20 per condition (e.g., Albornoz, 2011,
Bowman et al., 1995, Costa and Barnhofer, 2016,
Covi and Lipman, 1987, Doyne et al., 1987, Gerber
et al., 2020, Singh et al., 1997), also calling into
guestion the effect of randomization (Hsu,

N I (: National Institute for
Health and Care Excellence

standard pairwise MA. It is only stated that,
where relevant, results were overall consistent
between the NMA and the pairwise meta-
analysis. This finding was reassuring for the
committee and increased its confidence in the
NMA results. It is true that the comparison
between NMA and pairwise MA results cannot
be made for comparisons between treatments
for which direct evidence is not available, and
this is an important advantage of NMA over
pairwise MA: that it allows estimation of effects
between interventions that have not been
directly compared in a head-to-head
comparison, via indirect comparisons. This is
essential in order to estimate the relative
effectiveness of all pairs of treatments assessed
in the review. It also allows simultaneous
comparison of the effects and ranking of all
treatments, without breaking randomisation and
without making implicit assumptions and
calculations. Another advantage of the NMA is
that it increases precision by combining direct
with indirect evidence.

Interestingly, Faltinsen et al. (2018) report that
WHO have started advocating the use of NMA to
inform clinical guidelines and that the scientific
production of network meta-analyses is
increasing rapidly over the world. (They also
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1989).Treatment ranking If all assumptions are
met, NMA is a useful technique for the purpose of
ranking treatment outcome. As stressed in this
guideline as well as in the NICE method guideline,
it is one of the primary reasons as to why NICE
recommends its usage. However, treatment
ranking can be affected by small differences that
are not clinically important (Faltinsen et al., 2018),
which indeed seems to be the case in the current
analyses.As noted in point 11, for severe
depression, bias-adjusted analysis for comparison
with placebo yielded a standardized mean
difference (SMD) of -0.78 (rank: 17.28); for
individual CBT/CT and of -0.58 (rank: 22.08); for
short-term psychodynamic therapy (STPP). In other
words, the difference between these three
corresponds to a difference in effect sizes of -0.20.
This difference is below the MID (minimally
important difference) of SMD=0.50 defined by
NICE as clinically important (Evidence file B, p.14).
This in effect means that there is no clinically
significant difference in efficacy between individual
CBT/CT and STPP in the treatment of severe
depression. This is true for less severe depression
as well (individual CBT vs. TAU: bias-adjusted
SMD=-0.73, STPP vs. TAU: bias-adjusted SMD=-
0.48, e.g., below the SMD deemed clinically
important by NICE). Ranking treatments for less
severe depression according to clinically

N I (: National Institute for
Health and Care Excellence

report that NICE guidelines typically prefer direct
evidence from RCTs and conventional meta-
analyses to indirect evidence — this is not entirely
true, as NICE prefer RCTs to indirect evidence,
but “when multiple competing options are being
appraised, a network meta-analysis should be
considered” according to the NICE Guidelines
Manual.) The authors recommend further
methods for reporting and statistical testing of
NMAs — which is fully agreed. Full reference to
Leucht et al. (2016) could not be identified in
your comments, but perhaps you refer to the
paper “Network meta-analyses should be the
highest level of evidence in treatment
guidelines” (EUR ARCH PSY CLIN N 2016; 266,
477-480) where the authors conclude: “in our
opinion, systematic reviews based on network
meta-analyses should generally be the highest
level of evidence in treatment guidelines, but we
need to assess them carefully and in certain
situations (such as if a meta-analysis is mainly
composed of small trials)”. In the area of mental
health only, there are several NMAs published
on treatments for depression, anxiety, PTSD,
schizophrenia etc. NICE has used NMA in the
past to inform other mental health guidelines,
including PTSD, bipolar disorder and
schizophrenia, and in several other diverse
disease areas such as epilepsy, acne, and
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insignificant differences in efficacy is (again) highly
guestionable. For CBT “good evidence” of efficacy
was concluded by NICE, for STPP the conclusion
was that there was only “some evidence” of
efficacy. If this judgment is based on the number of
studies available (which is not clear, indicating a
lack of transparency), it is necessary to emphasize
that a larger number of studies does not imply
higher efficacy. Following, for example, Chambless
and Hollon (1998), two RCTs are sufficient for a
treatment to be classified as efficacious.In the
Evidence file B, on p.61, the committee conceded
that the 95% credible intervals (Crl) around the
rankings of interventions were characterized by
considerable uncertainty. For example, the mean
ranking of group CBT, which was shown to be the
most cost-effective intervention, was 2.76,
however its 95% Crl were 1 to 12, suggesting high
uncertainty around the result for group CBT.
Similar uncertainty was shown for all interventions
included in the analysis. In other words, the Crls
show that the NMA rankings are ‘uncertain’ and
thus likely should be treated with significant
caution.Head-to-head comparisonslt is not clear
whether the analyses included the comparisons
between the different psychotherapies and as such
whether these analyses found any statistically
significant differences between them. From the
documents provided, it seems that only effect sizes

N I (: National Institute for
Health and Care Excellence

induction of labour. There are also several NMAs
published in the area of psychotherapies for
Depression (e.g. Barth et al, PLOS Medicine
2013, 10(5): €1001454; Cuijpers et al, JAMA
Psychiatry 2019, 76(7):700-707; Cuijpers et al,
World Psychiatry 2020, 19(1):92-107; Cuijpers et
al, World Psychiatry 2021, 20(2):283-293; Zhou
et al, World psychiatry 2015, 14(2):207-222;
Lépez-Lopez et al, Psychological medicine 2019,
49(12):1937-1947), many of which have
compared different types of therapy such as
pharmacological vs psychological interventions,
online vs. face-to-face interventions, etc. There
are also published NMAs of psychotherapies for
anxiety disorders (Mayo-Wilson et al, Lancet
Psychiatry 2014, 1(5):368—-376; Chen et al,
Journal of psychiatric research 2019, 118:73-83),
panic disorder (Pompoli et al, The Cochrane
database of systematic reviews 2016,
4(4):CD011004), and PTSD (Merz et al, JAMA
Psychiatry 2019, 76(9):904-913; Mavranezouli et
al, Psychological medicine 2020, 50(4): 542-555;
Coventry et al, PLoS medicine 2020,
17(8):e1003262; Mavranezouli et al, J Child
Psychol Psychiatry 2020, 61(1):18-29). The above
suggest that NMA is recognised as an established
method of evidence synthesis and not as an
experimental technique.
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and their CrL’s resulting from the comparisons with
placebo or TAU were calculated, which were then
compared for the different treatments. No head-
to-head comparisons of treatments were reported
which are usually presented in the NMA tables
including all comparisons. It is, however, a
common statistical fallacy to assume difference
between two treatments if, for example, one
treatment is superior to a control condition but the
other is not, without comparing them directly
(Makin and Orban de Xivry, 2019). We therefore
ask for an amendment of these incorrect statistical
applications to allow more confidence in the
conclusions being drawn from the analyses. Quality
of NMA evidence It is not clear whether the quality
of, and the confidence in, the results of the NMA
were taken into account when discussing results
and making treatment recommendations (Salanti
et al.,, 2014). In Appendix F only results for a few
specific treatments are reported (e.g., CBT couple
therapy, CBT vs. waiting list).Impact of risk of bias
on outcome (see page 41 evidence review B)Risk of
bias seems to have only been tested for the impact
of publication bias (small study bias) on outcome.
The impact of other forms of bias seems to have
been not addressed. This is the more important
since other researchers have found that most
studies of those therapies recommended as first

N I (: National Institute for
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Consideration of cost-effectiveness is an
essential element of NICE guidelines. The
economic analysis assessed concurrently the
relative cost-effectiveness of all effective
treatments with an adequate evidence base for
less and more severe depression. Economic
modelling would not be possible to carry out had
the guideline utilised only pairwise MA and not
NMA. This is because, in order to assess the
relative cost-effectiveness across all treatments,
the economic model must be informed with data
on the relative effects (discontinuation,
response, remission in this particular model)
across all treatments, and this simultaneous
reference to relative effects is only possible with
NMA and not with pairwise MA.

Consistency between direct and indirect
evidence and transitivity are met when the
distribution of the effect modifiers is the same
across treatment comparisons. Effect modifiers
are factors that interact with intervention effects
and should be distinguished from prognostic
factors that predict outcomes but do not interact
with intervention effects. NMA is robust to
differences between studies in prognostic
factors. As you have mentioned, the
assumptions behind NMA cannot be met when
there is heterogeneity in populations and/or
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rank treatments are highly biased (Cuijpers et al.,
2016).

N I (: National Institute for
Health and Care Excellence

interventions in effect modifiers. Heterogeneity,
can be a problem in both pairwise MA and NMA
and should be considered prior to conducting
the meta-analysis, and when interpreting the
results. In the guideline NMA, a large part of
heterogeneity was accounted for by splitting
populations with less and more severe
depression, using detailed treatment definitions
[including treatment intensity and mode of
delivery for psychological interventions] and
categorising them using a class random effects
model. Other parameters, such as sex, socio-
economic factors, therapist factors, may
contribute to heterogeneity, but only if they are
effect modifiers. In such a large and complex
dataset, these factors were inconsistently
reported and thus the impact of them is difficult
to explore. Of course, this would also be a
problem had exclusively pairwise MA been
conducted for all 142 RCTs for less severe
depression and 534 RCTs for more severe
depression that were included in the systematic
review. Considering heterogeneity when
assessing the hundreds of pairwise, independent
comparisons of this dataset would make
interpretation of the findings and conclusions as
to which interventions are the best options
highly problematic.
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A random class effects model was used for all
NMAs to account for heterogeneity between
treatments within class as well as between
studies. In addition it was aimed to explain the
heterogeneity by exploring the impact of a
number of other potential effect modifiers and
analytic decisions to assess their impact on
model fit and heterogeneity for SMD, including:
e the impact of small study bias (see bias-
adjusted models) (pre-specified sensitivity
analysis)

* restricting analyses to non-pharmacological
interventions only (pre-specified sensitivity
analysis)

e the impact of excluding studies that had fewer
than 15 participants in any arm (post-hoc
sensitivity analysis)

e the impact of assuming additivity of control
arms (e.g. assuming the relative effect of TAU vs
TAU + CBT was equal to No treatment + CBT)
(post-hoc sensitivity analysis)

¢ the impact of excluding studies that had >5
points’ contribution to the residual deviance
(post-hoc sensitivity analysis)

e the impact of restricting analyses to studies
classified as “low risk of bias” for attrition
(additional analysis performed post-
consultation).
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Between-study heterogeneity in the NMA was
formally assessed for each network and the
results of this assessment and of potential
impacts on transitivity and inconsistency were
taken into account by the committee when
interpreting the results of the NMA and making
recommendations.

It is correct that there is often low power to
detect inconsistency, particularly when (as in
several of the networks) there is high
heterogeneity. This is essentially because
heterogeneity and inconsistency are
manifestations of the same problem —an
imbalance of effect modifiers. Therefore, an
exploration of the impact of potential effect
modifiers on the results (e.g. using sensitivity
analyses) and an understanding of their impact
on both heterogeneity and inconsistency can
help to determine whether they are indeed
effect modifiers or not, and therefore whether
assumptions of transitivity and consistency are
likely to be reasonable. Note that whilst there
may be baseline characteristics that differ
between studies, the imbalance is only of
concern if these are effect modifiers and is not of
concern if these are only prognostic factors.

Detailed results of inconsistency checks and
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comparison between mixed (NMA) and direct
evidence as well as additional sensitivity analyses
have been provided in Appendix M of Evidence
review B, and supplements B5 and B6. The
committee considered all these issues when
making recommendations alongside the results
of the pairwise MA, the economic modelling
results and newly reviewed qualitative evidence.
Recommendations take also into account
individual patient needs and preferences, which
might be argued to be an effect modifier the
distribution of which could potentially differ
across pharmacological, psychological and
physical treatment trials.

The committee agreed that treatment rankings
in the NMA suggested uncertainty in the results.
However, as explained above, the treatment
rankings in the NMA was not the only criterion
when assessing the evidence and making
recommendations.

The committee agreed that there are not very
large difference in the effects sizes between
individual CT/CBT and STPP, and this uncertainty
in the NMA results is stated in several places in
evidence review B, including the committee's
discussion. It is noted that, for less severe
depression, the effect on the SMD vs TAU was
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based on N=481 for individual CBT and N=49 for
STPP. Also, the 95%Crl were much wider for
STPP than for individual CBT. As stated in the
evidence review B, the committee considered
insufficient evidence on any treatment class that
was derived from N<50 people across RCTs on
each NMA outcome (after looking at the total
size of the evidence base in the area of
treatment of a new episode of depression and
noticing that there were several treatment
classes with larger volume of evidence), and did
not consider those treatment classes for a
practice recommendation, however, they made
an exception for treatment classes already
available on the NHS, such as STPP. For more
severe depression, the effect on the SMD vs pill
placebo was based on N=1044 for individual CBT
and N=267 for STPP. There was evidence for
effect vs pill placebo for individual CBT (as the
95%Crl did not cross the zero line) but not for
the STPP class (however, effects for
interventions within the STPP class did
marginally show effect vs pill placebo). The
recommendations and the ranking of treatments
for a new episode of depression were also
affected by the results of the guideline economic
modelling, which was informed by additional
outcomes, such as discontinuation, response in
completers and remission in completers. The
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guideline economic analysis results, which were
also characterised by uncertainty, suggested that
individual CBT was more cost-effective than GP
care but STPP was less cost-effective than GP
care in both less and more severe depression.

As repeated above, overall, when making
recommendations, the committee considered
the results of the NMA regarding the mean
effects of each treatment class vs the reference
treatment, the uncertainty around them (as
expressed in 95%Crl), the volume of the
evidence base for each treatment, and the
evidence of effect or the lack of it (as shown by
95%Crl crossing or not the no effect line) of the
classes but also of individual interventions within
each class. They also considered the results of
the pairwise meta-analysis of follow-up data and
of quality of life and functioning data. The
committee also considered the relative cost-
effectiveness of interventions, as suggested by
the guideline economic analysis. Other factors
such as implementation issues (step 2 and
current structure of IAPT services), treatment
acceptability (expressed in discontinuation rates,
which were incorporated into the economic
analysis), side effects (drugs), and applicability of
the evidence in the UK context (relating to
problem solving, as well as acupuncture and
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antidepressant combination) were also taken
into consideration. All this information on the
evidence and committee’s considerations are
provided in Evidence review B.

Judgements on ‘good’ evidence or ‘some
evidence’ were made on the basis of 1) the
magnitude of the effect and 2) the available
evidence base regarding the number of people
tested on each treatment, rather than the
number of trials testing each treatment. The
committee felt more confident to recommend
treatments that had been tested on several
hundreds of people and found to be effective
(such as individual CT/CBT) rather than
interventions tested on few people and found to
be effective. For this reason, the committee
decided not to consider interventions that had
been tested on N<50 people, even though some
of them (e.g. combined CT/CBT group + exercise
group in less severe depression; mindfulness or
meditation group in more severe depression)
had shown very high effects in the NMA.

In less severe depression, group CBT showed
wide 95%Crl around its mean ranking in the
economic analysis, however it is noted that
these were very skewed and that in most
iterations group CBT ranked in a high place
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among other treatments (since its mean ranking
was 2.76 in an analysis involving 16
interventions). It is noted that group CBT was
found to be dominant in its comparison with
group BA (which ranked 2nd most cost-
effective), i.e. it was less costly and more
effective, and, in their in-between comparison,
group CBT had a 85% probability of being more
cost-effective than group BA (data not shown in
the report). Similarly, it was shown to have an
ICER of £1,466/QALY versus group exercise (3rd
most cost-effective option), which is well below
the NICE lower cost-effectiveness threshold of
£20,000/QALY, and a probability of being cost-
effective of 81% in their in-between comparison.
Therefore, the uncertainty expressed in the
rankings reflects uncertainty in the overall
results across the 16 interventions included in
the analysis, but not necessarily uncertainty in
the relative cost-effectiveness of each
intervention and comparison within the analysis.

Comparisons were made between all treatment
classes and all interventions, on every outcome
examined in the NMA. However, it was not
feasible to include all these results and/or
comment on the differences in effect between
all pairs of treatments examined in the main
evidence report (this was also one of the reasons
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why NMA was employed, in order to synthesise
available evidence and summarise results by
ranking treatments and providing effects of each
treatment versus a common reference
treatment). Nevertheless, full results on the
relative effects between all pairs of classes and
interventions from the NMA are provided in
Supplements B5 and B6, for less and more
severe depression, respectively. Results from
pairwise MA that have included all available
head-to-head trial comparisons are reported in
Supplements B2 and B3.

The quality of the evidence underpinning the
NMA was assessed by examining the factors
considered in a GRADE profile (risk of bias,
publication bias, inconsistency, indirectness and
imprecision). The Cochrane risk of bias tool for
RCTs was used to assess potential bias in each
study included in the review. Risk of bias ratings
for each RCT included in the NMA are provided
in Supplement B1. The model goodness of fit and
inconsistency were assessed for each NMA. Bias-
adjusted models were run to explore and adjust
for potential bias associated with small study
size. Transitivity between populations
participating in pharmacological and non-
pharmacological studies was assessed in a
sensitivity analysis which excluded
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pharmacological trials, as well as several other
post-hoc sensitivity analyses that were run (see
above). Finally, indirectness was considered by
gualitatively assessing potential differences
across the populations, interventions and
outcomes of interest, and those included in the
relevant studies that informed the NMA. Details
of quality assessment, which were considered by
the committee when interpreting the results of
the NMAs, are provided under ‘Quality
assessment of studies included in the evidence
review’ separately for less and more severe
depression, in Evidence review B. These factors
were considered by the committee when making
recommendations. A threshold analysis was also
planned, as an alternative to GRADE for
assessing confidence in guideline
recommendations based on the NMA (Phillippo
et al., Ann Intern Med 2019, 170(8):538-546).
However, it was noted that, in addition to the
results of the NMA, the committee took other
pragmatic factors into consideration when
making recommendations, including the
uncertainty and limitations around the clinical
and cost-effectiveness data, and the need to
provide a wide range of interventions to take
into account individual needs and allow patient
choice. For this reason, it was difficult to identify
a clear decision rule to link the
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recommendations directly to the NMA results.
Therefore, conducting a threshold analysis would
not add value to decision making. This is
reported under ‘Quality assessment of studies
included of studies included in the evidence
review and the evidence’ and also ‘The
committee’s discussion of the evidence ->
Interpreting the evidence -> The quality of the
evidence'.

In principle adjusting for risk of bias in individual
trials would be something that could be explored
as a potential effect modifier. However, for
these analyses to work, a good spread of “good”
and “bad” studies across the network is needed,
which is not the case, as it can be seen in the risk
of bias assessments. To make this clear, a table
of the number of studies with different risk of
bias domains in both more and less severe
depression for SMD has now been added in
Appendix M of evidence review B. The
committee were also presented with the risk of
bias assessments for all the studies, and took
account of this when making their
recommendations.

The subgroup of studies rated as low risk of bias
for attrition was investigated as a sensitivity
analysis but found no evidence that this was an
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effect modifier. Although there are sufficient
studies to analyse a low risk of bias subgroup for
Blinding (participants), Blinding (care
administrator) and Performance, these studies
are almost exclusively pharmacological studies,
and the analysis is equivalent to performing a
subgroup analysis of pharmacological studies
only. Given that a pre-specified sensitivity
analysis of non-pharmacological studies only was
conducted and found that results were not
sensitive to this, it would be unlikely to detect
any differences that might arise from a subgroup
of pharmacological only (equivalent to low risk
of bias for Blinding or Performance).

Adjusting for small study effects captures a

range of potential biases that are associated with
smaller studies, including, but not restricted to,
publication bias. Sensitivity analyses to risk of
bias domains where it was possible / informative
to do so have now been included (see above).
However, in the absence of sufficient
information to explore other risk of bias
domains, the best proxy available was to explore
the effect of study size which is often associated
with risk of bias indicators. Boxplots of the risk of
bias domains by the number of participants
randomised per study arm have now been
included in Appendix M of Evidence review B,
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which shows smaller studies to be at higher risk
of bias across almost all domains in both more
and less severe depression. The analysis of small
study effects has the benefit that all studies can
be included in the analyses simultaneously, thus
increasing power to detect any effect.

Cuijpers et al. (2016) assessed the quality of
individual trials of psychotherapies for adults
with depression and found that individual trials
did not have enough power to identify small
differences in effect. The authors concluded that
‘Meta-analyses may be able to solve the problem
of the low power of individual trials. However,
many of these studies have considerable risk of
bias, and if we only focused on trials with low
risk of bias, there would no longer be enough
studies to detect clinically relevant effects.” This
is a limitation of the evidence base and not of
the NMA per se and confirms the findings of the
guideline risk assessment, according to which,
most studies included in the review were at high
risk of bias. This would also be a problem had a
pairwise meta-analysis been conducted.
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In neither the references for less severe depression
or severe depression do you cite or consider the
Scott and Stradling (1990) Behavioural
Psychotherapy, 18, 1-19 study comparing
individual and group CBT in Toxteth, Liverpool. Had
you done so you may have realised that delivering
group CBT in routine practice is problematic and
there should not be a binary individual and group
CBT as you indicate. This would have been to
properly take account of the S, settings in PICOTS.
Other important studies are not included on group
cognitive behavioural activation [Kellet et al
(2019)1.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Scott and Stradling
(1990) was identified by the searches and
considered for inclusion. However, it did not
meet study design eligibility criteria (pre-
specified in the review protocol) as the
assignment of participants to conditions was not
random but was made by the therapist in
advance of patient contact using a
predetermined sequential allocation modified by
the flow of referrals and therapist time
constraints. The study is listed under excluded
studies in Supplement B1 ..

Unfortunately the Kellet et al (2019) reference
that you cite could not be identified, and so it is
not possible to respond as to why it may not
have been identified and included.

Based on the clinical and cost-effectiveness data,
the committee decided to recommend group
CBT or group behavioural activation (BA) as
treatments of choice for a new episode of less
severe depression in adults, as they had shown a
beneficial effect compared to treatment as
usual, and appeared to be the most cost-
effective classes in the egconomic analysis.
However, the committee noted that both these
treatments were group therapies, and group
treatments might not always be suitable. The
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committee noted that there was evidence of
clinical and cost-effectiveness for guided self-
help, individual CBT and individual BA, and these
interventions could be offered as alternatives to
group therapy.

In response to stakeholder comments, in
particular around implementation issues in the
context of IAPT, some changes have been made
to the tables of interventions for the treatment
of a new episode of depression guided by the
principles of offering the least intrusive
intervention first, reflecting clinical and cost
effectiveness, and reinforcing patient choice. The
self-help with support section has been
relabelled as guided self-help, placed earlier in
the treatment pathway, and the description of
guided self-help has been amended to
recommend that printed or digital materials that
follow the principles of guided self-help are used
including structured CBT, structured BA, problem
solving or psychoeducation materials, delivered
face-to-face or by telephone or online.

The full review protocol in Appendix A, provides
detail on all PICOTS dimensions including study
setting (primary, secondary, tertiary and social
care settings) and timepoints (endpoint and
follow-up [data for all available follow-up
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periods of at least 1-month post-intervention
was extracted]).
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In all the guideline review protocols (eg. Review B,
Appendix A, p206), EMDR for depression is
included as an intervention of interest for
treatment of adults. However, in Appendix B -
literature search strategies — the search term
“EMDR” does not appear anywhere (searches
updated 4/6/2020). We would have expected it to
appear after search line 14 and before search line
16 (p215) for the Embase etc searches, and
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Thank you for your comment and for drawing
our attention to this omission. In response to
your comment a specific supplementary search
has been run for EMDR. However, no eligible
studies were identified, apart from the Ostacoli

35 | SH EMDRIA Evuflence 206 - | Gener | between #22 and #23 |r.1 the C.ochra.ne I|br§ry 2018 study that was already included in the
review B 215 al search (p218). This omission is replicated in the . .
. Y . further-line treatment review. The excluded
other search strategies. Hence it is unclear if, or -
. studies lists of Supplement B and Supplement D
how, EMDR trial data has been extracted for the , "
. . have now been updated with the additional
NMA and evidence reviews — have the relevant . . ) .
. . studies which were identified, and the reason for
papers been identified from searches or extracted exclusion
from systematic reviews? We wondered whether '
relevant EMDR papers might therefore been
accidentally omitted from the NICE reviews, and
ask the committee to clarify this omission and re-
run the review searches.
Couple-based interventions were not included in e
. . Thank you for your comment. As pre-specified in
the network meta-analysis due to the incorrect i . . .
. the review protocol, the committee identified
assumption that they are only relevant to people . . . . .
L . . couple interventions, including behavioural
L . who are experiencing relationship distress. A . .
Individ L Evidence . couples therapy, as interventions that would be
36 Individual 10 . 8 4 recent meta-analysis found that they were equally ) .
ual review B more appropriate for subgroups of adults with

effective in the treatment of depression for people
in distressed and non-distressed relationships
(Barbato, A. & D’Avanzo, B. (2020). The findings of
a Cochrane Meta-Analysis of couple therapy in

depression (for people with problems in the
relationship with their partner) and as such
these interventions were considered only in
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adult depression: Implications for research and
clinical practice. Family Process, 59 (2), 1-15).
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pairwise comparisons (and not included in the
NMA).

Couple-based interventions were not included in
the network meta-analysis due to the incorrect
assumption that they are only relevant to people
who are experiencing relationship distress. A
recent meta-analysis found that they were equally

Thank you for your comment. As pre-specified in
the review protocol, the committee identified
couple interventions, including behavioural
couples therapy, as interventions that would be

Individ Evidence more appropriate for subgroups of adults with
37 Individual 10 . 8 4 effective in the treatment of depression for people p.p P g P .
ual review B S . ) . depression (for people with problems in the
in distressed and non-distressed relationships relationship with their partner) and as such
(Barbato, A. & D’Avanzo, B. (2020). The findings of . P . P X .
. ) these interventions were considered only in
a Cochrane Meta-Analysis of couple therapy in S . . .
. e pairwise comparisons (and not included in the
adult depression: Implications for research and NMA)
clinical practice. Family Process, 59 (2), 1-15).
. . . . . Thank you for your comment. As pre-specified in
Couple interventions, including behavioural . . . e
, . . L the review protocol, the committee identified
couple’s therapy, were considered only in pairwise . . . . .
. . . couple interventions, including behavioural
comparisons (and not included in the network . .
. . . ) couples therapy, as interventions that would be
British ) meta-analysis) due to the incorrect assumption ) .
. Evidence . . more appropriate for subgroups of adults with
38 | SH Psychological . 8 4 that they were considered more appropriate for . ; .
. Review B . . depression (for people with problems in the
Society subgroups of adults with depression, namely for

people with problems in their relationship with
their partner. We request that the studies excluded
on this basis are included in the analysis.

relationship with their partner) and as such
these interventions were considered only in
pairwise comparisons (and not included in the
NMA).
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Couple interventions, including behavioural Thank you for your comment. As pre-specified in
couple’s therapy, were considered only inpairwise | the review protocol, the committee identified
comparisons (and not included in the network couple interventions, including behavioural
meta-analysis) due to the incorrect assumption couples therapy, as interventions that would be

39 | sH Tavistock Evidence 3 4 (see earlier comment 8) that they were considered | more appropriate for subgroups of adults with

Relationships Review B more appropriate for subgroups of adults with depression (for people with problems in the
depression, namely for people with problems in relationship with their partner) and as such
their relationship with their partner. We request these interventions were considered only in
that the studies excluded on this basis are included | pairwise comparisons (and not included in the
and that couples therapy. NMA).
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The evidence review is based around PICO and not
around PICOTS used by the American Psychological
Association to assess reviews, see Tolin et al (2015)
Empirically Supported treatment:
Recommendations for a New Model Clinical
Psychology Science and Practice. The T refers to
timeline, including posttreatment and at least 3
months follow up, the S refers to settings. The APA
recommends that at least one study has to be
conducted in a real world setting with routine as
opposed to highly-trained practitioners. In this
context it is remiss not to consider in the Guidance
the effectiveness studies Ross, M., & Scott, M.
(1985). An evaluation of the effectiveness of
individual and group cognitive therapy in the
treatment of depressed patients in an inner city
health centre. The Journal of the Royal College of
General Practitioners, 35(274), 239—242 and Scott
and Stradling
(1990)https://doi.org/10.1017/5014134730001795
X] comparing individual CBT, group CBT and
treatment as usual conducted in an area of high
deprivation (Toxteth, Liverpool). This failure to look
at Settings is apparent also in the neglect of the
pandemic, the Guidelines recommend group
interventions to be canvassed first despite their
impracticality over most of the last 2 years and the
forseeable future. A consideration of Settings
would also have highlighted that the

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Based on the
clinical and cost-effectiveness data, the
committee decided to recommend group CBT or
group behavioural activation (BA) as treatments
of choice for a new episode of less severe
depression in adults, as they had shown a
beneficial effect compared to treatment as
usual, and appeared to be the most cost-
effective classes in the economic analysis.
However, the committee noted that both these
treatments were group therapies, and group
treatments might not always be suitable. The
committee noted that there was evidence of
clinical and cost-effectiveness for guided self-
help, individual CBT and individual BA, and these
interventions could be offered as alternatives to
group therapy. The guideline also includes a
recommendation that commissioners and
providers of mental health services should
ensure that pathways have a range of different
methods in place to deliver treatments in
addition to face-to-face meetings, including
online delivery.

In response to stakeholder comments, in
particular around implementation issues in the
context of IAPT, some changes have been made
to the tables of interventions for the treatment
of a new episode of depression guided by the
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recommendations cannot flourish in the soil of principles of offering the least intrusive
IAPT’s modus operandi. This, the largest service intervention first, reflecting clinical and cost
provider does not make diagnosis, as such its’s effectiveness, and reinforcing patient choice. The

clinicians are not aware of comorbidity or of what | self-help with support section has been

the treatment implications might be. The Guidance | relabelled as guided self-help, placed earlier in
fails to acknowledge that depression is most the treatment pathway, and the description of
commonly found in a setting of comorbidity. Itis guided self-help has been amended to

essential that recommendations from NICE have a | recommend that printed or digital materials that
real world feel. Had you used PICOTS your findings | follow the principles of guided self-help are used
would be based on a small number of high-quality | including structured CBT, structured BA, problem
studies that nevertheless take account of routine solving or psychoeducation materials, delivered
practice.Studies in which psychometric tests have face-to-face or by telephone or online.

been the sole gateway are accorded the same

status as those that have used ‘gold standard’ The full review protocol in Appendix A, provides
diagnostic interviews and blind assessors. The 2 are | detail on all PICOTS dimensions including study
of very different methodological quality. setting (primary, secondary, tertiary and social
Conclusions should not rest on studies that have care settings) and timepoints (endpoint and

used solely psychometric tests which are subject to | follow-up [data for all available follow-up
demand characteristics, pleasing the therapist, not | periods of at least 1-month post-intervention
wanting to feel time wasted etc was extracted]).

As specified in the scope, the recognition,
assessment and initial management section from
the 2009 guideline was not included in this
update. In line with NICE processes, the 2009
content has been carried across to this updated
guideline. However, the evidence on recognition,
assessment and initial management has not
been reviewed, and recommendations could not
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be made about comorbidities in the context of
diagnosis.

As pre-specified in the review protocols, the
population included adults with clinically
important symptoms of depression (as defined
by a diagnosis of depression according to DSM,
ICD or similar criteria, or depressive symptoms
as indicated by baseline depression scores on
validated scales). Studies using depression
symptom scales were included (in addition to
studies that limited inclusion to those with a
diagnosis of depression) on the basis that such
scales are widely used in RCT research and
clinical practice and are validated in the
diagnosis of depression and the assessment of
depression symptom severity. The committee
were concerned that excluding studies that did
not use diagnostic interviews would result in the
exclusion of a large number of studies, would
have a disproportionate impact on the evidence
base for some interventions for example for self-
help studies, and would not allow examination of
those with subthreshold symptoms of
depression which were included in the review
question and protocol.
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cCBT is not listed as a separate intervention, but
research evidence included is nearly all specific to
cCBT. How is this evidence being considered?

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Different self-help
approaches (with or without support) were
searched for and were eligible for inclusion. In
addition to computerised approaches, there are
also RCTs of cognitive bibliotherapy, behavioural
bibliotherapy, expressive writing, mindfulness
meditation CD, relaxation training CD, and third-
wave cognitive therapy CD, included in the
network meta-analyses (NMAs) for treatment of
a new episode of depression.

One intervention per class was used as an
exemplar in the economic analysis, as it was not
feasible to model all interventions included in
the NMA. Computerised CBT (cCBT)was selected
as the exemplar from the class of self-help with
support as it had a large evidence base and a
high effect compared with other interventions in
the same class. Thus, the clinical evidence and
resource use data used to inform the economic
analysis were specific to cCBT; consequently, the
results of the economic analysis were specific to
cCBT (but could also be extrapolated to any
other intervention with similar acceptability,
effectiveness and resource use). However, the
treatment class effect size for self-help (with or
without support) that was estimated from the
NMA and reported in the clinical evidence
sections of Evidence review B, was informed by
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N I (: National Institute for
Health and Care Excellence

evidence from all interventions included in the
treatment class. In addition, individual
intervention effects have been reported in the
evidence review B for all interventions within
each class for the SMD outcome (for both less
and more severe depression).

In response to stakeholder comments, the self-
help with support section has been relabelled as
guided self-help, moved to the beginning of
Table 1, and the description of guided self-help
has been amended to clarify that this is not
restricted to cCBT.
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Computerised CBT is not listed as a separate
intervention being considered, but research
included is nearly all specific to cCBT, How is this
evidence being considered?

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. Different self-help
approaches (with or without support) were
searched for and were eligible for inclusion. In
addition to computerised approaches, there are
also RCTs of cognitive bibliotherapy, behavioural
bibliotherapy, expressive writing, mindfulness
meditation CD, relaxation training CD, and third-
wave cognitive therapy CD, included in the
network meta-analyses (NMAs) for treatment of
a new episode of depression.

One intervention per class was used as an
exemplar in the economic analysis, as it was not
feasible to model all interventions included in
the NMA. Computerised CBT (cCBT) was selected
as the exemplar from the class of self-help with
support as it had a large evidence base and a
high effect compared with other interventions in
the same class. Thus, the clinical evidence and
resource use data used to inform the economic
analysis were specific to cCBT; consequently, the
results of the economic analysis were specific to
cCBT (but could also be extrapolated to any
other intervention with similar acceptability,
effectiveness and resource use). However, the
treatment class effect size for self-help (with or
without support) that was estimated from the
NMA and reported in the clinical evidence
sections of evidence review B, was informed by
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NIC

evidence from all interventions included in the
treatment class. In addition, individual
intervention effects have been reported in the
evidence review B for all interventions within
each class for the SMD outcome (for both less
and more severe depression).

In response to stakeholder comments, the self-
help with support section has been relabelled as
guided self-help, and the description of guided
self-help has been amended to clarify that this is
not restricted to cCBT.

British
Psychological
Society

43 | SH

Evidence
Review B

11

Table 1: Summary of the protocol (PICO table)
contains what appear to be an error. Behavioural
couple therapy, instead of being listed as a
psychological intervention, was listed as a
psychosocial intervention.

Thank you for your comment. This was a copy
and paste error in creating the summary of the
protocol from the full protocol in Appendix A. It
has now been amended.
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Table 1: Summary of the protocol (PICO table)

. . Thank you for your comment. This was a copy
. . contains what appear to be an error. Behavioural . .
Tavistock Evidence . L and paste error in creating the summary of the
44 | SH . . . 9 11 couple therapy instead of being listed as a . .
Relationships Review B . . . protocol from the full protocol in Appendix A. It
psychological intervention was listed as a
. . has now been amended.
psychosocial intervention.
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Gener
al

It should be pointed out that not all comparisons
are equal, emphasis should be given to those
involving credible placebos. The measures of
outcome need differentiation e.g. loss of diagnostic
status as assessed by diagnostic interview should
have a much greater weighting than psychometric
test result. This will yield a more smaller pool of
studies but this should lead to greater humility
about recommendations.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
agree that not all comparators are equally
desirable. However, all relevant comparators
were included, as restricting the review to only
studies with a placebo would considerably limit
and potentially bias the evidence base. Different
comparators were categorised separately in the
network, and the committee considered
comparators when assessing risk of bias and
quality of the evidence using GRADE, and when
interpreting the evidence and making
recommendations.

As pre-specified in the review protocol, critical
outcomes included depression symptomatology,
remission (that could include loss of diagnosis
but was more commonly defined as scoring
below a cut off on a depression scale) and
response (usually defined as at least 50%
improvement from the baseline score on a
depression scale). Studies reporting depression
symptomatology outcomes were included on the
basis that such scales are widely used in RCT
research and clinical practice and are validated in
the diagnosis of depression and the assessment
of depression symptom severity. The committee
were concerned that excluding studies that did
not use diagnostic interview outcomes would
result in the exclusion of a large number of
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Health and Care Excellence

studies, would have a disproportionate impact
on the evidence base for some interventions for
example for self-help studies, and would not
allow examination of those with subthreshold
symptoms of depression which were included in
the review question and protocol.

46 Individ Individual 10
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Couple therapy should be in the ‘psychological
intervention’ category instead of the ‘psychosocial
intervention’ one..

Thank you for your comment. This was a copy
and paste error in creating the summary of the
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protocol from the full protocol in Appendix A. It
has now been amended.
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Couple therapy should be in the ‘psychological
intervention’ category instead of the ‘psychosocial
intervention’ one..

Thank you for your comment. This was a copy
and paste error in creating the summary of the
protocol from the full protocol in Appendix A. It
has now been amended.
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Two-level categorisation of depression

The categories of depression in the draft guideline
are significantly out-of-step with generally
accepted classifications. On the one hand the
guideline condenses the generally-accepted four
categories of severity into just two (“less severe”
and “more severe”, Evidence review B, p. 10),
partly in order to simplify the application of
Network Meta-Analysis (NMA). On the other hand
it distinguishes “depression in people with a
diagnosis of personality disorder” (previously
labelled “complex depression”) and “psychotic
depression”, from “chronic depression” (Guideline,
pp. 45-49), contrary to guidance from the
European Psychiatric Association (Jobst et al.,
2016, pp. 19-20,
https://research.vu.nl/ws/portalfiles/portal /26038
326/2016_Jobst_Eur_Psychiatry_chronic_depressi
on.pdf).

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
considered the current NICE classifications of
mild to moderate and moderate to severe
depression, and agreed that although these
classifications have been adopted quite widely
there is potential uncertainty with regards to the
management of moderate depression. The
committee agreed that a dichotomy of less and
more severe depression was clearer, and the
guideline includes definitions (that less severe
depression includes the traditional categories of
subthreshold symptoms and mild depression,
and more severe depression includes the
traditional categories of moderate and severe
depression) in order to improve practical utility.
The committee considered the distinction
between less severe (subthreshold/mild) and
more severe (moderate/severe) depression to be
clinically meaningful in terms of supporting
effective clinical decision making and being
aligned with how clinicians conceptualize
depression (in particular, GPs and other primary
care staff, given that the majority of people with
depression and almost all first line presentations
of depression are managed in primary care).

For the further-line treatment review, studies
were sought that included adults with
depression showing an inadequate response to
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N I (: National Institute for
Health and Care Excellence

at least one previous intervention for the current
episode and this included the further-line
treatment of psychotic depression, depression
with coexisting personality disorder and chronic
depression. First-line treatment or relapse
prevention of chronic depression (including
dysthymia), and first-line treatment or relapse
prevention of depression with coexisting
personality disorder were separate reviews, as
the committee did not feel that it was
appropriate to combine these populations for
first-line treatment or relapse prevention. The
committee reviewed the European Psychiatric
Association classification but considered that the
grouping together of psychotic depression,
depression with coexisting personality disorder
and chronic depression for the further-line
treatment review should allow the effectiveness
of interventions for a more clinically complex
population to be considered.
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The distinction between less severe and more
severe depression The categorisation system of
first episode depression into ‘less severe’ and
‘more severe’ is very concerning as there is no
evidence of either the methodological/statistical or
clinical validity of such a dichotomisation of
individuals suffering from depression. We agree
with the guideline authors that many years of
clinical practice and research have yielded that
depression is not a unitary phenomenon. And
while, as one of the authors you cite put it: “no
standardized nomenclature for different
depression severity levels is agreed on” most
researchers and clinicians have a common
understanding that depression severity levels fall
into the three broad categories of mild, moderate
and severe (Wahl et al., 2014, p. 82). Indeed, the
guideline itself refers to these as “traditional
subcategories” (e.g., p.10, 1.26). So why would the
guideline divert from a tradition that has found
both some clinical resonance as well as
psychometric validity and reliability? We stress
again, that any treatment recommendations based
on methodological choices that have not been
validated need to be viewed with caution.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
considered the current NICE classifications of
mild to moderate and moderate to severe
depression, and agreed that although these
classifications have been adopted quite widely
there is potential uncertainty with regards to the
management of moderate depression. The
committee agreed that a dichotomy of less and
more severe depression was clearer, and the
guideline includes definitions (that less severe
depression includes the traditional categories of
subthreshold symptoms and mild depression,
and more severe depression includes the
traditional categories of moderate and severe
depression) in order to improve practical utility.

The committee considered the distinction
between less severe (subthreshold/mild) and
more severe (moderate/severe) depression to be
clinically meaningful in terms of supporting
effective clinical decision making and being
aligned with how clinicians conceptualize
depression (in particular, GPs and other primary
care staff, given that the majority of people with
depression and almost all first line presentations
of depression are managed in primary care).
Based on this distinction, an anchor point of 16
on the PHQ-9 was selected as the cut-off
between less severe and more severe
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Health and Care Excellence

depression, on the basis of alignment with the
clinical judgement of the committee and
eligibility criteria in the included studies.
Published standardization of depression
measurement crosswalk tables (Carmody 2006;
Rush 2003; Uher 2008; Wahl 2014) were used in
order to ‘read-across’ different symptom
severity scales that were used in different
studies.
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Using a PHQ9 score of 16 to distinguish severe
from less severe depression, is inadequate, it is
based on consensus not, evidence. The PHQ9 was
validated in a US outpatient setting against the
Prime MD, but the questions on the latter are

10 20 identical to those on the former thus it falls foul of
the STARD requirements. The PRIME MD is not a
‘gold standard’ diagnostic interview. There are
therefore major external validity issues with the
PHQY, the fact that its usage is commonplace, does
not increase its validity.

Evidence
review B

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. An anchor point of
16 on the PHQ-9 was selected as the cut-off
between less severe and more severe
depression, on the basis of alignment with the
clinical judgement of the committee and
eligibility criteria in the included studies.
Published standardization of depression
measurement crosswalk tables (Carmody 2006;
Rush 2003; Uher 2008; Wahl 2014) were used in
order to ‘read-across’ different symptom
severity scales that were used in different
studies, and thresholds to distinguish between
less severe and more severe depression were
outlined for all eligible scales (including but not
limited to the PHQ-9) in the review protocols.
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Use of Network Meta-Analysis (NMA)One major
change in the draft guideline (as compared to the
currently approved 2009 document) is the use of
Network Meta-Analysis (see Dias, Welton, Sutton,
& Ades, 2016, http://nicedsu.org.uk/wp-
content/uploads/2016/03/A-general-linear-
modelling-framework-for-pair-wise-and-network-
meta-analysis-of-randomised-controlled-
trials..pdf), combined with economic modelling, to
generate an ordered list of interventions ranked by
clinical and cost-effectiveness (Guideline, pp. 23-
30, 31-37).NMA is a new and sophisticated method
of analysis drawn from the field of operational

_ research, and it can undoubtedly yield valuable
Evidence 10 29 | insights. However, it is very sensitive to

review B inconsistencies between different studies,
particularly variations in uncontrolled factors
(effect modifiers), which can result in a form of
Simpson’s paradox and a failure of transitivity (see
Baker and Kramer, 2002,
https://link.springer.com/content/pdf/10.1186/14
71-2288-2-13.pdf, and Cipriani, Higgins, Geddes, &
Salanti, 2013,
https://citeseerx.ist.psu.edu/viewdoc/download?d
0i=10.1.1.689.7412&rep=rep1&type=pdf), meaning
that NMA will generate invalid results.
Unfortunately in psychotherapy outcome research
it is increasingly recognised that there can be many
different factors (effect modifiers), and it is very

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. In this guideline
update, NMA was the main method used to
synthesise evidence on pharmacological,
psychological, physical and combined
interventions in order to allow simultaneous
estimation of the relative effectiveness,
acceptability and tolerability across all
treatments for a new episode of less severe or
more severe depression. This is in line with the
NICE Guidelines Manual, according to which
"when multiple competing options are being
appraised, a network meta-analysis should be
considered”. An important advantage of NMA
over pairwise meta-analysis is that it allows
estimation of effect between treatments that
have not been directly compared in a head-to-
head comparison, via indirect comparisons. This
is essential in order to estimate the relative
effectiveness of all pairs of treatments assessed
in the review. It also allows simultaneous
comparison of the effects and ranking of all
treatments. This approach was also necessary in
order to inform the economic model so as to
concurrently assess the relative cost-
effectiveness across the whole range of effective
treatments for a new episode of depression. It is
noted that assessment of cost-effectiveness is an
essential element of NICE guidelines. Since the
2009 guideline on Depression was published,
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difficult to control for them. This is the basic
rationale for component studies and the on-going
common factors debate (see Wampold, 2015,
https://onlinelibrary.wiley.com/doi/pdf/10.1002/w
ps.20238, and Cuijpers, Reinjnders, & Huibers,
2019,
https://research.vu.nl/ws/portalfiles/portal/10534

0005/annurev_clinpsy_050718 095424 The_Role_

of Common_Factors_in_Psychotherapy Outcomes
.pdf). And whether or not one agrees with the
common factors model, the implication for NMA is
that there is a very high risk that extraneous
uncontrolled factors will lead to invalid results
(which will be practically impossible to detect).In
short, given the current state of knowledge,
psychotherapy outcome research is probably one
of the least suitable fields for the application of
NMA. The use of NMA could be justified in the
context of small-scale pilot research, but for a
mainstream guideline which will be used regularly
by thousands of practitioners, the use of such an
unproven technology seems highly inappropriate
and completely unjustified.

N I (: National Institute for
Health and Care Excellence

NMA techniques have considerably developed
and have been used to support several NICE
guidelines in the area of mental health (e.g.
bipolar disorder, PTSD, generalised anxiety
disorder, psychosis, social anxiety) and other
diverse disease areas (e.g. acne, induction of
labour, epilepsy). NMA is a well proven and
established technology used to inform WHO
(World Health Organization) guidelines (see
https://apps.who.int/iris/handle/10665/271991)
as well as Cochrane Reviews (see
https://methods.cochrane.org/cmi/network-
meta-analysis). There are also several NMAs
published in the area of psychotherapies for
Depression (e.g. Barth et al, PLOS Medicine
2013, 10(5): e1001454; Cuijpers et al, JAMA
Psychiatry 2019, 76(7):700-707; Cuijpers et al,
World Psychiatry 2020, 19(1):92-107; Cuijpers et
al, World Psychiatry 2021, 20(2):283-293; Zhou
et al, World psychiatry 2015, 14(2):207-222;
Lépez-Lopez et al, Psychological medicine 2019,
49(12):1937-1947), many of which have
compared different types of therapy such as
pharmacological vs psychological interventions,
online vs. face-to-face interventions, etc. There
are also published NMAs of psychotherapies for
anxiety disorders (Mayo-Wilson et al, Lancet
Psychiatry 2014, 1(5):368-376; Chen et al,
Journal of psychiatric research 2019, 118:73-83),
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N I (: National Institute for
Health and Care Excellence

panic disorder (Pompoli et al, The Cochrane
database of systematic reviews 2016,
4(4):CD011004), and PTSD (Merz et al, JAMA
Psychiatry 2019, 76(9):904-913; Mavranezouli et
al, Psychological medicine 2020, 50(4): 542-555;
Coventry et al, PLoS medicine 2020,
17(8):e1003262; Mavranezouli et al, J Child
Psychol Psychiatry 2020, 61(1):18-29).

Regarding heterogeneity that can be caused
when the distribution of effect modifiers is not
the same across treatment comparisons, it is
correct that, for a valid analysis, due
consideration must be given to the evaluation of
effect modifiers across all comparisons. This is
relevant to both pairwise meta-analysis and
NMA and should be considered prior to
conducting the meta-analysis, and when
interpreting the results. In the guideline NMA a
large part of heterogeneity was controlled by
splitting populations with less and more severe
depression, using detailed treatment definitions
[including treatment intensity and mode of
delivery for psychological interventions] and
categorising them using a class random effects
model. Heterogeneity was assessed by
examining for model fit and checking for
inconsistency between direct and indirect
evidence. Other parameters, such as sex and
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socio-economic factors, may also contribute to
heterogeneity, in particular in such a large and
complex dataset, but this would also be a
problem had exclusively pairwise meta-analysis
of the 142 RCTs for less severe depression and
534 RCTs for more severe depression included in
the systematic review been conducted. Similarly,
where factors related to the intervention, such
as intervention components and therapist
factors, were inconsistently reported or had not
been measured in primary studies, these were
not possible to assess for their impact in the
NMA, but this is true had we conducted
exclusively pairwise meta-analysis. Considering
heterogeneity and likely distribution of potential
effect modifiers when assessing the hundreds of
pairwise, independent comparisons of this
dataset would make interpretation of the
findings and conclusions as to which
interventions are the best options highly
problematic. Between-study heterogeneity in
the NMA was formally assessed for each
network; results of this assessment were taken
into account when interpreting the results of the
NMA and making recommendations. Moreover,
for the SMD outcome, a non-pharmacological
subgroup of the overall dataset was analysed
separately as a sensitivity analysis, to explore
whether transitivity issues between
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pharmacological and non-pharmacological trials
might have impacted on the results of the NMA.
In addition, also for the SMD outcome, an
analysis including only studies at low risk of bias
for the attrition domain in the RoB tool has now
been conducted. Detailed results of
inconsistency checks and comparison between
NMA and direct evidence as well as additional
sensitivity and sub-group analyses have been
provided in Appendix M of Evidence review B,
and supplements B5 and B6. The committee
considered all these issues and additional
analyses when making recommendations
alongside the results of the pairwise MA, the
economic modelling results and newly reviewed
gualitative evidence. Recommendations take
also into account individual patient needs and
preferences, which might be argued to be an
effect modifier the distribution of which could
potentially differ across pharmacological,
psychological and physical treatment trials.
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Thank you for your comment. As pre-specified in
the review protocol, the committee identified
Here again it is wrongly stated that couple couple interventions, including behavioural
British interventions are only appropriate for sub-groups couples therapy, as interventions that would be
. Evidence of people with depression, specifically those with more appropriate for subgroups of adults with
52 | SH Psychological . 13 39 . . L . . ; .
Societ Review B problems in the relationship with their partner, depression (for people with problems in the
¥ leading to the inappropriate exclusion of some relationship with their partner) and as such
studies. these interventions were considered only in
pairwise comparisons (and not included in the
NMA).
Thank you for your comment. As pre-specified in
C the review protocol, the committee identified
Here again it is wrongly stated that couple . . . . .
. . . couple interventions, including behavioural
interventions are only appropriate for sub-groups . .
. . - . couples therapy, as interventions that would be
. . of people with depression specifically those with ) .
Tavistock Evidence . . S . more appropriate for subgroups of adults with
53 | SH . . . 13 39 problems in the relationship with their partner . ; .
Relationships Review B . . . . depression (for people with problems in the
leading to the inappropriate exclusion of some . L .
. . L relationship with their partner) and as such
studies and the couple evidence not being included . . ; .
. these interventions were considered only in
in the NMA. . . . .
pairwise comparisons (and not included in the
NMA).
Thank you for your comment. As pre-specified in
Here again it is wrongly stated that couple the review protocol, the committee identified
British interventions are only appropriate for sub-groups couple interventions, including behavioural
. Evidence of people with depression, specifically those with couples therapy, as interventions that would be
54 | SH Psychological ) 14 23 . . L . . .
Societ Review B problems in the relationship with their partner, more appropriate for subgroups of adults with
y leading to the inappropriate exclusion of some depression (for people with problems in the
studies. relationship with their partner) and as such
these interventions were considered only in
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pairwise comparisons (and not included in the
NMA).

Thank you for your comment. As pre-specified in
the review protocol, the committee identified
couple interventions, including behavioural
couples therapy, as interventions that would be

55 | s Tavis'Fock . Evic!ence 14 93 As comment above more appropriate for subgroups of adu.lts with
Relationships Review B depression (for people with problems in the
relationship with their partner) and as such
these interventions were considered only in
pairwise comparisons (and not included in the
NMA).
Thank you for your comment. Network plots are
Figure 1- Network plot- This statistical presentation | an essential element of presenting NMA-related
of information is confusing and the purpose information. Text has now been added under
56 Individ Individual 6 Evidence 17 26 unclear. This comment would apply to all 'Evidence from the network meta-analysis' to
ual Review B subsequent Network plots. This has implications explain what network plots represent. In

for clinicians and patients if they choose to read
this document.

addition, explanatory text has been added under
each network plot in this report, to help readers
interpret the information depicted in the plots.
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Thank you for your comment. Network plots are
Figure 1- Network plot- This statistical presentation | an essential element of presenting NMA-related

of information is confusing and the purpose information. Text has now been added under
Evidence 17 26 unclear. This comment would apply to all 'Evidence from the network meta-analysis' to
Review B subsequent Network plots. This has implications explain what network plots represent. In

for clinicians and patients if they choose to read addition, explanatory text has been added under

this document. each network plot in this report, to help readers

interpret the information depicted in the plots.
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Why has the evidence used to examine guided self-
help been taken from predominantly CCBT studies,
whose demographics either aren’t stated or are
not reflective of the population. The studies that
do state ethnicity and age have not provided a
sample that reflects the demographic of the
population, and they fail to consider or identify
whether recovery is impacted depending on either
of these factors. These studies on CCBT use
redundant CCBT packages no longer used in IAPT
services like Beating the Blues.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Different self-help
approaches (with or without support) were
searched for and were eligible for inclusion. In
addition to computerised approaches, there are
also RCTs of cognitive bibliotherapy, behavioural
bibliotherapy, expressive writing, mindfulness
meditation CD, relaxation training CD, and third-
wave cognitive therapy CD, included in the
network meta-analyses (NMAs) for treatment of
a new episode of depression.

One intervention per class was used as an
exemplar in the economic analysis, as it was not
feasible to model all interventions included in
the NMA. Computerised CBT (cCBT) was selected
as the exemplar from the class of self-help with
support as it had a large evidence base and a
high effect compared with other interventions in
the same class. Thus, the clinical evidence and
resource use data used to inform the economic
analysis were specific to cCBT; consequently, the
results of the economic analysis were specific to
cCBT (but could also be extrapolated to any
other intervention with similar acceptability,
effectiveness and resource use). However, the
treatment class effect size for self-help (with or
without support) that was estimated from the
NMA and reported in the clinical evidence
sections of evidence review B, was informed by
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evidence from all interventions included in the
treatment class. In addition, individual
intervention effects have been reported in the
evidence review B for all interventions within
each class for the SMD outcome (for both less
and more severe depression).

In response to stakeholder comments, the self-
help with support section has been relabelled as
guided self-help, and the description of guided
self-help has been amended to clarify that this is
not restricted to cCBT.

The committee agree that participant
demographics are often poorly reported, and the
relationship between baseline factors (with the
possible exception of severity) and outcome is
not well understood. When making
recommendations, the committee interpreted
the RCT evidence in light of their knowledge of
the clinical context so that the 'reality' for people
experiencing depression was taken into
consideration and recommendations were made
that were relevant to the populations that
clinicians typically encounter. The committees'
discussions on this are documented in 'The
committee’s discussion of the evidence' sections
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Table 11- A treatment with a sample of 25
participants was ranked highest of all the
treatments analysed. This raises clinical questions
for services such IAPT. The review does not report
on whether this result has been replicated and
given the small sample size if this result is stable.
This raises questions for services and clinicians as
to what should be being offered to patients
accessing services.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. This was indeed a
treatment tested on a very small number of
people. The NMA result reflected the finding of a
RCT with small study size (see Figure 354 in
Supporting documentation B2 for the forest plot
of this RCT). This was the only study included in
the systematic review and the NMA that
assessed this treatment and reported relevant
data that allowed estimation of SMD. The
committee did not take this result into account
when they made recommendations. This is
because they only took into account evidence on
treatments tested on at least 50 participants
across RCTs included in each NMA. This was the
minimum amount of evidence that a treatment
class should have in order to be considered for a
practice recommendation. The committee
looked at the total size of the evidence base in
this area (treatment of a new episode of
depression) and the large volume of evidence for
some treatment classes relative to others, and
decided not to consider treatment classes with a
small size of evidence base (tested on <50
participants) as there were several treatment
classes with much larger volume of evidence.
This was stated in several places in the
document, but it was not highlighted under 'The
committee's discussion of the evidence'. This
statement has now been included in this section

[Insert footer here]

110 of 1023




Depression in adults: treatment and management
Consultation on draft guideline - Stakeholder comments table

23 November 2021 - 12 January 2022

N I (: National Institute for
Health and Care Excellence

in the final report. Therefore, this finding did not
affect recommendations and has no immediate
implications for clinical practice. If this finding is
replicated in a larger sample in future research,
and there is confidence in the finding, then the
treatment may be recommended in the future
and may thus have an impact on services.
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Table 11- A treatment with a sample of 25
participants was ranked highest of all the
treatments analysed. This raises clinical questions
for services such IAPT. The review does not report
on whether this result has been replicated and
given the small sample size if this result is stable.
This raises questions for services and clinicians as
to what should be being offered to patients
accessing services.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. This was indeed a
treatment tested on a very small number of
people. The NMA result reflected the finding of a
RCT with small study size (see Figure 354 in
Supporting documentation B2 for the forest plot
of this RCT). This was the only study included in
the systematic review and the NMA that
assessed this treatment and reported relevant
data that allowed estimation of SMD. The
committee did not take this result into account
when they made recommendations. This is
because they only took into account evidence on
treatments tested on at least 50 participants
across RCTs included in each NMA. This was the
minimum amount of evidence that a treatment
class should have in order to be considered for a
practice recommendation. The committee
looked at the total size of the evidence base in
this area (treatment of a new episode of
depression) and the large volume of evidence for
some treatment classes relative to others, and
decided not to consider treatment classes with a
small size of evidence base (tested on <50
participants) as there were several treatment
classes with much larger volume of evidence.
This was stated in several places in the
document, but it was not highlighted under 'The
committee's discussion of the evidence'. This
statement has now been included in this section
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in the final report. Therefore, this finding did not
affect recommendations and has no immediate
implications for clinical practice. If this finding is
replicated in a larger sample in future research,
and there is confidence in the finding, then the
treatment may be recommended in the future
and may thus have an impact on services.

This section states that no relevant outcome

Thank you for your comment. No relevant (and
eligible) studies were identified for couple

Individ - Evidence studies were found evaluating couple interventions | . . .
61 Individual 10 . 41 4 . & P . interventions for adults with less severe
ual review B for less severe depression and problems in the . . . L
. . depression and problems in the relationship with
partner relationship. .
their partner.
. . Thank you for your comment. No relevant (and
This section states that no relevant outcome . . . -
L . . . . . eligible) studies were identified for couple
Individ - Evidence studies were found evaluating couple interventions | . . .
62 Individual 10 . 41 4 . . interventions for adults with less severe
ual review B for less severe depression and problems in the

partner relationship.

depression and problems in the relationship with
their partner.
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Here again it is wrongly stated that couple
interventions are only appropriate for sub-groups
of people with depression, specifically those with
problems in the relationship with their partner,
leading to the inappropriate exclusion of some
studies.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. As pre-specified in
the review protocol, the committee identified
couple interventions, including behavioural
couples therapy, as interventions that would be
more appropriate for subgroups of adults with
depression (for people with problems in the
relationship with their partner) and as such
these interventions were considered only in
pairwise comparisons (and not included in the
NMA).

64

SH

Tavistock
Relationships

Evidence
Review B

41

5 As comment above

Thank you for your comment. As pre-specified in
the review protocol, the committee identified
couple interventions, including behavioural
couples therapy, as interventions that would be
more appropriate for subgroups of adults with
depression (for people with problems in the
relationship with their partner) and as such
these interventions were considered only in
pairwise comparisons (and not included in the
NMA).
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It is noted that when applying the Cochrane risk of
bias tool to studies of less severe depression that
‘Generally the standard of reporting in studies was
Evidence 47 ’5 quite low’. If this is the case rather than clinicians
review B relying on ‘evidence base’, leg of the 3 legged stool
for evidence based practice they should rely at
least as much on their own audit and clients

preferences. This point should be made.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. In addition to the
results of the network meta-analysis (NMA), the
committee took other pragmatic factors into
consideration when making recommendations,
including the uncertainty and limitations around
the clinical and cost-effectiveness data, and the
need to provide a wide range of interventions to
take into account individual needs and allow
patient choice. The committee agreed that
decisions on treatment should be made in
discussion with the person with depression, and
recommended that a shared decision should be
made. The committee cross-referred to the
guideline recommendations on choice of
treatment which provided more detailed
recommendations on how this shared decision
should be made and what should be included in
the discussion. It was recognised by the
committee that people who have had prior
episodes of depression may also have
preferences for their treatment based on prior
experience or insight into their own depression
patterns.
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Thank you for your comment. In addition to the
results of the network meta-analysis (NMA), the
committee took other pragmatic factors into
consideration when making recommendations,
including the uncertainty and limitations around
the clinical and cost-effectiveness data, and the
need to provide a wide range of interventions to
take into account individual needs and allow
patient choice. The committee agreed that
decisions on treatment should be made in
discussion with the person with depression, and
recommended that a shared decision should be
made. The committee cross-referred to the
guideline recommendations on choice of
treatment which provided more detailed
recommendations on how this shared decision
should be made and what should be included in
the discussion. It was recognised by the
committee that people who have had prior
episodes of depression may also have
preferences for their treatment based on prior
experience or insight into their own depression
patterns.

We supported the committee’s position that, to
allow choice of treatments, a wider range of
treatments should be offered — as these provide
alternatives to people who did not wish to have
Evidence 62 19 CBT or BA, or had tried them for a previous episode
review B of depression and not found them to be effective.
This meant that some treatments, including
counselling, IPT, and short-term psychodynamic
psychotherapy, were recommended as further-line
treatments despite relatively low-quality evidence.
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Differentiation between interventions — the role of
gualitative evidence The committee call for
‘identifying the mode of action of psychological
interventions’ for less severe depression as this
would ‘allow greater differentiation between the
interventions and aid patient choice.” We welcome
this call and recognise the need for greater
differentiation between the interventions.
Furthermore, we argue that a greater
differentiation would be welcome for treatments
for other, more severe forms of depression. What
are described as modes of action in the draft
Guideline, may be translated in psychotherapy
research as ‘mechanisms of action’, or
‘mechanisms of change’ (Kazdin, 2007; 2009). We
believe that qualitative evidence and evidence
from case reports may be utilised to this end, in
the form of a discrete evidence synthesis, such as
performed for Evidence Review I. Section 6.2 of
‘Developing NICE guidelines: the manual’ identifies
different approaches to qualitative evidence
synthesis including the use of meta-ethnography
and meta-synthesis which would be appropriate
vehicles for incorporating qualitative evidence
including case study to identify modes of action,
and these approaches are already established in
psychology and psychotherapy research (Timulak,
2009; lwakabe and Gazzola, 2009; Levitt, 2018).
The subsequent results could be distilled into

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The experience of
care section from the 2009 guideline was not
included in this update (as specified in the
scope). However, as your comment recognises, a
new review question on patient choice was
added to this update that includes a systematic
review of primary qualitative studies that focus
specifically on service user experience around
choice of treatment.

The committee agree that the research
recommendation on 'identifying the mode of
action of psychological interventions' should
include those with both less and more severe
depression and have clarified this in the
guideline.

The committee considered RCTs as the most
appropriate study design to assess clinical and
cost effectiveness. This is consistent with the
NICE guidelines manual which recognises RCTs as
the most valid evidence of the effects of
interventions, and this was outlined a priori in
the review protocols. When making
recommendations, the committee interpreted
the RCT evidence in light of their knowledge of
the clinical context so that the 'reality' for people
experiencing depression was taken into
consideration and recommendations were made

[Insert footer here]

117 of 1023




Depression in adults: treatment and management
Consultation on draft guideline - Stakeholder comments table

23 November 2021 - 12 January 2022

talking points to be presented alongside the
existing ‘menu’ of treatments set out in the
Guideline, adding context to the dialogue between
practitioner and patient in their arrival at a
collaborative decision. This is a recommendation
we make not only for the current Guideline but for
future Guidelines which present psychological
therapies as treatments.

N I (: National Institute for
Health and Care Excellence

that were relevant to the populations that
clinicians typically encounter. The committees'
discussions on this are documented in 'The
committee’s discussion of the evidence' sections.
The committee considered that the contextual
features that you describe as requiring
gualitative evidence to address, are taken into
account by this interpretation of the clinical
context by the committee.
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No effect size differences noted. For severe
depression, bias-adjusted analysis for comparison
with placebo yielded a standardized mean
difference (SMD) of -0.78 (rank: 17.28) for
individual CBT/CT and of -0.58 (rank: 22.08) for
Table | short-term psychodynamic therapy (STPP),
23Tabl | corresponding to a difference in effect sizes of -
e9 0.20. We feel that it is important that this is noted.
Additionally, for less depression, similar
observation is found. The bias-adjusted analysis for
comparison for individual CBT vs. TAU is MD=-0.73,
and for STPP vs. TAU, the bias-adjusted is SMD=-
0.48.

Evidence 102-
review B 032

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The committee
agreed that there are not very large differences
in the effects sizes between individual CT/CBT
and STPP vs the reference treatment, and this
uncertainty in the NMA results is stated in
several places in evidence review B, including the
committee's discussion. It was not feasible to
comment on the differences in effect between
all pairs of treatments examined (this was also
one of the reasons why NMA was employed, in
order to synthesise available evidence and
summarise results by ranking treatments and
providing effects of each treatment versus a
common reference treatment). However, full
results on the relative effects between all pairs
of classes and interventions are provided in
Supplements B5 and B6, for less and more
severe depression, respectively. It is noted that,
for less severe depression, the effect on the SMD
vs TAU was based on N=481 for individual CBT
and N=49 for STPP. Also, the 95%Crl were much
wider for STPP than for individual CBT. As stated
in the evidence review B, the committee
considered insufficient evidence on any
treatment class that was derived from N<50
people across RCTs on each NMA outcome (after
looking at the total size of the evidence base in
the area of treatment of a new episode of
depression and noticing that there were several
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treatment classes with larger volume of
evidence), and did not consider those treatment
classes for a practice recommendation, however,
they made an exception for treatment classes
already available on the NHS, such as STPP. For
more severe depression, the effect on the SMD
vs pill placebo was based on N=1044 for
individual CBT and N=267 for STPP. There was
evidence for effect vs pill placebo for individual
CBT (as the 95%Crl did not cross the zero line)
but not for the STPP class (however, effects for
interventions within the STPP class did
marginally show effect vs pill placebo). The
recommendations and the ranking of treatments
for a new episode of depression were also
affected by the results of the guideline economic
modelling, which was informed by additional
outcomes, such as discontinuation, response in
completers and remission in completers. The
guideline economic analysis results, which were
also characterised by uncertainty, suggested that
individual CBT was more cost-effective than GP
care but STPP was less cost-effective than GP
care in both less and more severe depression.
For less severe depression, this result was partly
attributable to the fact that the effects modelled
in the economic analysis for each intervention
were achieved with fewer CBT sessions (8 for
individual CBT vs. 12 for STPP, reflecting
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reported resource use in the trials informing the
NMA and the economic analysis — see new
Appendix N added in evidence review B for more
details). [In more severe depression, 16 sessions
were modelled for both interventions based on
reported resource use in respective RCTs.]
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Figure 9 - Network plot- This statistical
presentation is confusing and does not clearly

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Network plots are
an essential element of presenting NMA-related
information. Text has now been added under

Individ - Evidence . . . . AR 'Evidence from the network meta-analysis' to
69 Individual 6 . 82 communicate information. This has implications for )
ual Review B L . explain what network plots represent. In
clinicians and patients who may choose to read the .
addition, explanatory text has been added under
document. L
each network plot in this report, to help readers
interpret the information depicted in the plots.
Thank you for your comment. Network plots are
. . - an essential element of presenting NMA-related
Figure 9 - Network plot- This statistical . . P &
Greater . . information. Text has now been added under
. presentation is confusing and does not clearly e s L
Manchester Evidence . . . . T Evidence from the network meta-analysis' to
70 | SH . 82 communicate information. This has implications for .
Mental Health Review B L . explain what network plots represent. In
. clinicians and patients who may choose to read the .
Services addition, explanatory text has been added under

document.

each network plot in this report, to help readers
interpret the information depicted in the plots.
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NMA by Cipriani et al seems to have been omitted
from the evidence review base for
Evidence 001- antidepressants. Agomelatine studies zinre missing.
. 82 Comparisons of better tolerated and higher
Review B 003 . .

efficacy molecules versus completion rates for
psychological therapies and effect size would be
helpful.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. The NMA that you
cite (Cipriani et al. 2018) has been checked for
additional relevant primary studies, and listed
under excluded studies in Supplement B1 as it
was not appropriate to include in its entirety due
to different review questions.

As pre-specified in the review protocol,
agomelatine was not included. For inclusion in
this review, the committee agreed that
pharmacological interventions needed to be
licensed in the UK and in routine clinical use for
the first-line treatment of depression. The
national prescription data for England in 2017
(Prescribing & Medicines Team, Health and
Social Care Information Centre, 2017) was used
to define routine usage of drugs: if a drug
appeared in the top 15 antidepressants
prescribed by volume it was included, with the
exception of dosulepin which the BNF indicates
should be initiated by a specialist.

As you identify in your comment, one of the
benefits of the NMAs conducted for this review
is that both antidepressants and psychological
interventions are included in the same NMA
allowing a comparison of relative efficacy.
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Newer pharmacological treatments both for severe
depression and TRD e.g. Ketamine have nit been
reviewed , even considering the costs of
esketamine , there is significant evidence for Iv
ketamine in addressing severe suicidal ideation and
risk in depressed patients which would impact on
the LOS for inpatient population admitted for that
reason .It has been omitted even for research
recommendations.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. For inclusion in
this review, the committee agreed that
pharmacological interventions needed to be
licensed in the UK and in routine clinical use for
the first-line treatment of depression. The
national prescription data for England in 2017
(Prescribing & Medicines Team, Health and
Social Care Information Centre, 2017) was used
to define routine usage of drugs: if a drug
appeared in the top 15 antidepressants
prescribed by volume it was included, with the
exception of dosulepin which the BNF indicates
should be initiated by a specialist.

Ketamine was not prioritised for investigation by
this guideline as it is not a currently available
first line intervention for depression, it is not
licensed for use in depression and it is a widely
abused drug. In these circumstances the
committee did not think it was appropriate to
review it orinclude it in a research
recommendation.

Esketamine is the subject of a NICE technology
appraisal and in line with NICE processes on
linking to technology appraisals within NICE
guidelines, the evidence on esketamine was
intentionally not searched for or appraised by
this guideline.
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Table 17- A treatment with a sample size of 15 is
ranked 1st. This has implications for services as it is
unclear that this result is replicable and stable
given the very small sample. It affects clinicians
and patients as it is unclear if we should be offering
this rather than another intervention.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. This was indeed a
treatment tested on a very small number of
people. The NMA result reflected the finding of a
RCT with small study size (see Figure 390 in
Supporting documentation B3 for the forest plot
of this RCT). This was the only study included in
the systematic review and the NMA that
assessed this treatment and reported relevant
data that allowed estimation of SMD. The
committee did not take this result into account
when they made recommendations. This is
because they only took into account evidence on
treatments tested on at least 50 participants
across RCTs included in each NMA. This was the
minimum amount of evidence that a treatment
class should have in order to be considered for a
practice recommendation. The committee
looked at the total size of the evidence base in
this area (treatment of a new episode of
depression) and the large volume of evidence for
some treatment classes relative to others, and
decided not to consider treatment classes with a
small size of evidence base (tested on <50
participants) as there were several treatment
classes with much larger volume of evidence.
This was stated in several places in the
document, but it was not highlighted under 'The
committee's discussion of the evidence'. This
statement has now been included in this section
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in the final report. Therefore, this finding did not
affect recommendations and has no immediate
implications for clinical practice. If this finding is
replicated in a larger sample in future research,
and there is confidence in the finding, then the
treatment may be recommended in the future
and may thus have an impact on services.
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Table 17- A treatment with a sample size of 15 is
ranked 1st. This has implications for services as it is
unclear that this result is replicable and stable
given the very small sample. It affects clinicians
and patients as it is unclear if we should be offering
this rather than another intervention.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. This was indeed a
treatment tested on a very small number of
people. The NMA result reflected the finding of a
RCT with small study size (see Figure 390 in
Supporting documentation B3 for the forest plot
of this RCT). This was the only study included in
the systematic review and the NMA that
assessed this treatment and reported relevant
data that allowed estimation of SMD. The
committee did not take this result into account
when they made recommendations. This is
because they only took into account evidence on
treatments tested on at least 50 participants
across RCTs included in each NMA. This was the
minimum amount of evidence that a treatment
class should have in order to be considered for a
practice recommendation. The committee
looked at the total size of the evidence base in
this area (treatment of a new episode of
depression) and the large volume of evidence for
some treatment classes relative to others, and
decided not to consider treatment classes with a
small size of evidence base (tested on <50
participants) as there were several treatment
classes with much larger volume of evidence.
This was stated in several places in the
document, but it was not highlighted under 'The
committee's discussion of the evidence'. This
statement has now been included in this section
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in the final report. Therefore, this finding did not
affect recommendations and has no immediate
implications for clinical practice. If this finding is
replicated in a larger sample in future research,
and there is confidence in the finding, then the
treatment may be recommended in the future
and may thus have an impact on services.
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Couples psychotherapy. In line with the previous
guideline couples’ psychotherapy has been
considered as a treatment option and we welcome
this. Based on a wealth of empirical research (e.g.
Beach, Fincham, & Katz, 1998; Benazon & Coyne,
2000; Coyne, Thompson, Palmer, 2002; Johnson &
Jacob, 1997, 2000; Scott & Cordova, 2002;
Whisman, 2007), the direct pathway between
couple relationship distress and depression has
been well documented. However, we are surprised
to learn that a very narrow definition and as such
narrow inclusion criteria has been used. This led to
the identification of only one study, which dates
from 1992 and includes cognitive therapy (Beech,
1992, see page 111)We are surprised by the
inconsistency here to recommend a treatment on
the review of one study alone, that has in addition
been rated as a “very weak study”. To further
specify, it is inconsistent to include a treatment on
the basis of one study while excluding (not
recommending in the guideline) other treatments
that have been shown to be effective in single
studies. The fact that only one study was identified
reflects the methodology chosen rather than
available evidence and this provides further
support for our request that the
exclusion/inclusion criteria for the analysis is
amended.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. As pre-specified in
the review protocol, the committee identified
couple interventions, including behavioural
couples therapy, as interventions that would be
more appropriate for subgroups of adults with
depression (for people with problems in the
relationship with their partner) and as such
these interventions were considered only in
pairwise comparisons (and not included in the
NMA).

The committee considered the pairwise analysis
of behavioural couples therapy for people with
depression and problems in the relationship with
their partner. As you indicate in your comment,
this evidence was based on a small, single study
which indicated that compared to waitlist,
couples’ therapy demonstrated benefits in terms
of depression symptoms and marital adjustment,
but when compared to CBT it did not show a
benefit in depression symptoms, but did with
marital adjustment. CBT compared to waitlist
demonstrated benefits only in terms of
depression symptoms. The committee discussed
that although this was limited evidence,
behavioural couples therapy was included in the
range of interventions offered by the IAPT
services and that it was useful in the specific
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population and so recommended its use for this
group of people.
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One study of MCT versus CBT (Jordan et al) is
currently listed, however it is not stated how this
has been classified and treated in the analysis.
Specifically, how was MCT categorised and was it
included as a condition? Discussion and specific
analysis of MCT against CBT (e.g. Forrest plots in
supplement B3) is warranted, but missing. On the
basis of this referenced study such analysis should
be included as a matter of equipoise and analysis
should incorporate the large-scale comparison trial
of MCT against CBT that was published in 2020, but
is not currently reviewed.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Due to the large
number of interventions included in this review,
comparing all pairs of interventions individually
within the network meta-analysis (NMA) or in
the pairwise meta-analyses would not be
feasible and would require particularly complex
consideration and interpretation of the
evidence. Moreover, some interventions
included in the systematic review had been
tested on small numbers of participants and
their effects were characterised by considerable
uncertainty. For these reasons, the analyses
utilised class models: each class consisted of
interventions with a similar mode of action or
similar treatment components or approaches, so
that interventions within a class were expected
to have similar (but not necessarily identical)
effects. Metacognitive therapy (MCT) was
included in the class of cognitive and cognitive
behavioural therapies (as was CBT). Jordan 2014
was included in the NMA that informed the
recommendations. However, because the study
included a within-class comparison it is not
included in the forest plots, and is not
mentioned in the text as the within-class
comparison of MCT versus CBT, was not
regarded by the committee as a critical
comparison.
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Unfortunately, without a reference for the large-
scale comparison trial of MCT and CBT published
in 2020 that you refer to in your comment, it is
not possible to respond as to why it may not
have been identified and included.
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One study of MCT versus CBT (Jordan et al) is
currently listed, however it is not stated how this
has been classified and treated in the analysis.
Specifically, how was MCT categorised and was it
included as a condition? Discussion and specific
analysis of MCT against CBT (e.g. Forrest plots in
supplement B3) is warranted, but missing. On the
basis of this referenced study such analysis should
be included as a matter of equipoise and analysis
should incorporate the large-scale comparison trial
of MCT against CBT that was published in 2020, but
is not currently reviewed.

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Due to the large
number of interventions included in this review,
comparing all pairs of interventions individually
within the network meta-analysis (NMA) or in
the pairwise meta-analyses would not be
feasible and would require particularly complex
consideration and interpretation of the
evidence. Moreover, some interventions
included in the systematic review had been
tested on small numbers of participants and
their effects were characterised by considerable
uncertainty. For these reasons, the analyses
utilised class models: each class consisted of
interventions with a similar mode of action or
similar treatment components or approaches, so
that interventions within a class were expected
to have similar (but not necessarily identical)
effects. Metacognitive therapy (MCT) was
included in the class of cognitive and cognitive
behavioural therapies (as was CBT). Jordan 2014
was included in the NMA that informed the
recommendations. However, because the study
included a within-class comparison it is not
included in the forest plots, and is not
mentioned in the text as the within-class
comparison of MCT versus CBT, was not
regarded by the committee as a critical
comparison.
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Unfortunately, without a reference for the large-
scale comparison trial of MCT and CBT published
in 2020 that you refer to in your comment, it is
not possible to respond as to why it may not
have been identified and included.
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The decision to exclude from the review scope
research trials “that specifically recruit participants
with a physical health condition in addition to
depression.” (e.g. Review protocol, p2; Evidence
review B, p205) is, in our view, a serious omission
that limits the utility of the guideline. We
struggled to understand the rationale for omitting
this research. We felt it was a somewhat strange

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. There is separate
NICE guidance on Depression in adults with a
chronic physical health problem (CG91), and that

depression specifically those with problems in the
relationship with their partner.

Evidence decision given that in 1.4.1, the guideline . . . .
. P o is the rationale for excluding trials that
review B(and recommends that “when considering treatments, . . . . .
original Gener | make sure to consider any physical health specifically recruit participants with a physical
78 | SH EMDRIA g 205 ” . Yp y. health condition in addition to depression.
review al problems” —yet all this trial evidence has been i . . .
. Recommendation 1.4.1 includes considerations
protocol, excluded from the review. It also meant several L .
. S . for delivering treatments. However, in response
p.2) relevant psychological treatment trials, including
. . to your comment a cross-reference to the CG91
some trials of EMDR — were omitted from the - .
. . . guideline has been added to this
review. We ask the committee to explain more .
L recommendation.
coherently the decision to exclude research
evidence on treatments for depression in those
suffering with physical health problems (and make
this clear in the guidance itself); or reconsider and
review this data with a view to making specific
recommendations for this group.
Couple therapy is again listed as a psychosocial Thank you for your comment. This was not
British intervention when it is a psychological intervention | intended to be listed as a psychosocial
79 | sy Psvchological Evidence 207 Appen | and again incorrectly described as more intervention but was in a separate section at the
So\clziety g Review B dix A | appropriate for sub-groups of people with end. However, in response to your comment, it

has been moved under the psychological
interventions heading for greater clarity.
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Couple therapy is again listed as a psychosocial
intervention when it is a psychological intervention

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. This was not
intended to be listed as a psychosocial

away from low intensity interventions. There is no
explicit consideration of low intensity interventions
(BA/Problem Solving/ Cognitive
restructuring/Graded Exposure) separate to these
interventions being delivered as high intensity
interventions. This seems again to be a reflection
of the lack of detailed knowledge of IAPT service
provision in the committee.

30 | sn Tavistock Evidence 207 Appen | and again incorrectly described as more intervention but was in a separate section at the
Relationships Review B dix A | appropriate for sub-groups of people with end. However, in response to your comment, it
depression specifically those with problems in the has been moved under the psychological
relationship with their partner. interventions heading for greater clarity.
Thank you for your comment. Delivery of high
intensity interventions by a Band 5 PWP was an
The rationale for assuming high intensity assumption tested only in a sensitivity analysis,
interventions are delivered by a Band 5 PWP is not | and this was clear in the text (“in order to
described. This is a significant omission because explore the impact of therapist unit cost on the
high intensity interventions would not be delivered | results of the economic analysis, in deterministic
by Band 5 PWPs. High Intensity interventions are sensitivity analysis high-intensity psychological
expected to be delivered by High Intensity interventions were assumed to be delivered by
Therapists at Band 7. If a Band 5 PWP was trained band 5 PWPs”). This sensitivity analysis has now
in delivering these then they would in fact be been omitted from the report, as the committee
Oxford Health L . _ .
. delivering the role of a B7 not a B5 and this would | agreed it is not relevant. The base-case analysis
NHS Evidence Gener Lo o . .
81 | SH . . 326 have significant cost implications. The (which was the one that informed
Foundation review B al L . . . . .
Trust implications of this are that it skews the results recommendations) assumes delivery of high

intensity interventions by a band 7 therapist,
and, in the case of group interventions, by a
band 7 high intensity therapist, who leads the
delivery of the group intervention, supported by
a band 6 therapist; this reflects optimal practice,
based on the committee’s expert advice.
Therefore results (and recommendations) were
not skewed away from low intensity
interventions. BA was modelled as a high
intensity intervention, in accordance with the
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evidence informing the economic analysis.
Problem solving was modelled as a low intensity
intervention and was assumed to be delivered by
Band 5 therapists in the base-case economic
analysis and all sensitivity analyses. Cognitive
restructuring and Graded Exposure were not
included in the NMA and/or economic analysis
as no relevant evidence that met inclusion
criteria for the systematic review was identified.
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The rationale for assuming high intensity
interventions are delivered by a Band 5 PWP is not
described. High intensity interventions would not
be delivered by B5 PWP staff as high intensity
interventions are expected to be delivered by High
Intensity Therapists at B7. If a B5 PWP was trained
in this then they would not be delivering the role of
a B5. The implications of this is that it skews the
results away from low intensity interventions.
There is no explicit consideration of low intensity
interventions (BA/Problem Solving/ Cognitive
restructuring/Graded Exposure) separate to these
interventions as high intensity interventions

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. Delivery of high
intensity interventions by a Band 5 PWP was an
assumption tested only in a sensitivity analysis,
and this was clear in the text (“in order to
explore the impact of therapist unit cost on the
results of the economic analysis, in deterministic
sensitivity analysis high-intensity psychological
interventions were assumed to be delivered by
band 5 PWPs”). This sensitivity analysis has now
been omitted from the report, as the committee
agreed it is not relevant. The base-case analysis
(which was the one that informed
recommendations) assumes delivery of high
intensity interventions by a band 7 therapist,
and, in the case of group interventions, by a
band 7 high intensity therapist, who leads the
delivery of the group intervention, supported by
a band 6 therapist; this reflects optimal practice,
based on the committee’s expert advice.
Therefore results (and recommendations) were
not skewed away from low intensity
interventions. BA was modelled as a high
intensity intervention, in accordance with the
evidence informing the economic analysis.
Problem solving was modelled as a low intensity
intervention and was assumed to be delivered by
Band 5 therapists in the base-case economic
analysis and all sensitivity analyses. Cognitive
restructuring and Graded Exposure were not
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included in the NMA and/or economic analysis
as no relevant evidence that met inclusion
criteria for the systematic review was identified.
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CBT group assumption that it is delivered by 1
band 7 and 1 band 6 — not clear why this would be
the case what is the evidence?

National Institute for
Health and Care Excellence

NIC

Thank you for your comment. This assumption
was based on the committee’s expert advice,
considering optimal practice. It was assumed
that the CBT group therapy was led by a high
intensity Band 7 therapist, supported by a Band
6 therapist, who might be, for example, a trainee
clinical psychologist. This support may be of
particular importance in larger groups of
participants, although it is not an essential
element of delivery. The text has now been
reworded to clarify that delivery is led by a band
7 Hl therapist, supported by a band 6 therapist.

84

SH

Psychological
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Network

Evidence
Review B

331

Table
88

CBT group assumption that it is delivered by 1
band 7 and 1 band 6 — not clear why this would be
the case. Band 6 is usually trainee HIT.

Thank you for your comment. This assumption
was based on the committee’s expert advice,
considering optimal practice. It was assumed
that the CBT group therapy was led by a high
intensity Band 7 therapist, supported by a Band
6 therapist, who might be, for example, a trainee
clinical psychologist. This support may be of
particular importance for larger groups of
participants, although it is not an essential
element of delivery. The text has now been
reworded to clarify that delivery is led by a band
7 Hl therapist, supported by a band 6 therapist.
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Thank you for your comment. The economic
analysis modelled the number of sessions of
psychological interventions based on relevant
information reported in the RCTs that informed
the guideline NMA and economic analysis,
supplemented by the committee's clinical
experience on optimal delivery of interventions
within the NHS. This information has now been
added in evidence review B, under Appendix N.
Few studies reported the number of participants
in group interventions and even fewer made
specific reference to the number of therapists
per group. For MBCT, only one study on the
treatment of a new episode of less severe
depression reported the number of participants
per group as 8-15. The committee expressed the
view that group interventions should be
optimally delivered by two therapists, one
leading the delivery of the intervention and
another one observing, and that the optimal
number of participants is around 8. This has
been reflected in the economic modelling and
the respective recommendations. The
committee has now modified the
recommendation for MBCT, based on their
clinical expertise and available evidence. The
suggested delivery is now 'preferably by 2
practitioners at least one of whom has therapy-
specific training and competence' with 'usually 8-

The costs given for MBCT are based on 2 therapists
and 8 participants. There have been significant
Evidence 335 | Table effects in RCTs using MBCT with one therapist and
review B up to 15 participants. Almost all MBCT RCTs have
been with 1 teacher and up to 15 participants per

group[1].
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15 participants per group'. Studies on MBCT for
relapse prevention have more consistently
reported numbers of participants and therapists.
The economic analysis on relapse prevention has
thus included a sensitivity analysis where the
intervention is delivered by 1 high intensity
therapist to 12 participants.
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It is unclear what the rationale is to assume that
High Intensity Interventions are delivered by B5
PWP — see above. This would not be the case in
355 64 practice and will likely have the impact of
suggesting that CBT group is less expensive than it
is in practice as there are a number of factors to
consider.

Evidence
Review B
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Thank you for your comment. Delivery of high
intensity interventions by a Band 5 PWP was an
assumption tested only in a sensitivity analysis,
and this was clear in the text (“in order to
explore the impact of therapist unit cost on the
results of the economic analysis, in deterministic
sensitivity analysis high-intensity psychological
interventions were assumed to be delivered by
band 5 PWPs”). This sensitivity analysis has now
been omitted from the report, as the committee
agreed it is not relevant. The base-case analysis
(which was the one that informed
recommendations) assumes delivery of high
intensity interventions by a band 7 therapist,
and, in the case of group interventions, by a
band 7, supported by a band 6 therapist,
reflecting optimal practice in the NHS, based on
the committee’s expert advice. Therefore the
cost of CBT group has not been underestimated
in the analysis. Please note that the cost of group
interventions has taken into account drop-outs,
assuming that participants who leave a group are
not replaced by other participants, thus the cost
of a group therapy remains the same whether
participants attend all sessions or not.
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It is unclear what the rationale is to assume that
High Intensity Interventions are delivered by B5
PWP. This would not be the case in practice and
Evidence 355 064- | will likely have the impact of suggesting that CBT
Review B 065 | group is less expensive than it is in practice. This is
incorrect and should be changed, as it will
underestimate the cost of group CBT and other

high intensity interventions
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Thank you for your comment. Delivery of high
intensity interventions by a Band 5 PWP was an
assumption tested only in a sensitivity analysis,
and this was clear in the text (“in order to
explore the impact of therapist unit cost on the
results of the economic analysis, in deterministic
sensitivity analysis high-intensity psychological
interventions were assumed to be delivered by
band 5 PWPs”). This sensitivity analysis has now
been omitted from the report, as the committee
agreed it is not relevant. The base-case analysis
(which was the one that informed
recommendations) assumes delivery of high
intensity interventions by a band 7 therapist,
and, in the case of group interventions, by a
band 7, supported by a band 6 therapist,
reflecting optimal practice in the NHS, based on
the committee’s expert advice. Therefore the
cost of CBT group has not been underestimated
in the analysis. Please note that the cost of group
interventions has taken into account drop-outs,
assuming that participants who leave a group are
not replaced by other participants, thus the cost
of a group therapy remains the same whether
participants attend all sessions or not.
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It is unclear why there is an assumption that all
psychological interventions would be assumed to
be delivered by a Band 5 PWP when this would not
be the case. The figures used may be interpreted
361 67 to suggest that this is what the intervention should
cost. This is not true in practice where
interventions for more severe depression are more
likely to be delivered by Band 7 and above
psychological therapists.

Evidence
Review B

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. Delivery of high
intensity interventions by a Band 5 PWP was an
assumption tested only in a sensitivity analysis,
and this was clear in the text (“in order to
explore the impact of therapist unit cost on the
results of the economic analysis, in deterministic
sensitivity analysis high-intensity psychological
interventions were assumed to be delivered by
band 5 PWPs”). This sensitivity analysis has now
been omitted from the report, as the committee
agreed it is not relevant. The base-case analysis
(which was the one that informed
recommendations) assumes delivery of high
intensity interventions by a band 7 therapist,
and, in the case of group interventions, by a
band 7, who leads the delivery, supported by a
band 6 therapist, reflecting optimal practice in
the NHS, based on the committee’s expert
advice. The figures reported in the economic
appendix under intervention costs reflect
delivery of interventions by Band 7 therapists
(with support from Band 6 therapists for group
interventions) as described above.
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It is unclear why there is an assumption that all
psychological interventions would be assumed to
be delivered by a Band 5 PWP when this would not
be the case. The figures used may be interpreted
Evidence to suggest that this is what the intervention should

. 361 67 L .
Review B cost. This isincorrect and needs changing, as
psychological interventions for more severe
depression in practice are more likely to be
delivered by Band 7 and above psychological
professionals.

N I (: National Institute for
Health and Care Excellence

Thank you for your comment. Delivery of high
intensity interventions by a Band 5 PWP was an
assumption tested only in a sensitivity analysis,
and this was clear in the text (“in order to
explore the impact of therapist unit cost on the
results of the economic analysis, in deterministic
sensitivity analysis high-intensity psychological
interventions were assumed to be delivered by
band 5 PWPs”). This sensitivity analysis has now
been omitted from the report, as the committee
agreed it is not relevant. The base-case analysis
(which was the one that informed
recommendations) assumes delivery of high
intensity interventions by a band 7 therapist,
and, in the case of group interventions, by a
band 7, who leads the delivery, supported by a
band 6 therapist, reflecting optimal practice in
the NHS, based on the committee’s expert
advice. The figures reported in the economic
appendix under intervention costs reflect
delivery of interventions by Band 7 therapists
(with support from Band 6 therapists for group
interventions) as described above.
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Thank you for your comment. Delivery of high
intensity interventions by a Band 5 PWP was an
assumption tested only in a sensitivity analysis,
and this was clear in the text (“in order to
explore the impact of therapist unit cost on the
results of the economic analysis, in deterministic
sensitivity analysis high-intensity psychological
interventions were assumed to be delivered by
Evidence 364 029- | Not clear why this assumption has been used as it band 5 PWPs”). This sensitivity analysis has now
review B 021 | does not reflect current service delivery nor design. | been omitted from the report, as the committee
agreed it is not relevant. The base-case analysis
(which was the one that informed
recommendations) assumes delivery of high
intensity interventions by a band 7 therapist,
and, in the case of group interventions, by a
band 7, supported by a band 6 therapist,
reflecting optimal practice in the NHS, based on
the committee’s expert advice.
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Not clear why this assumption has been used as it

does not reflect current service delivery nor design.

This needs changing as it leads to incorrect cost-
effectiveness calculations
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