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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 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

National Instifute 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
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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 concerning depression
should aim to include and report their outcomes over the
long-term follow-up.

National Instifute for
Health and Care Excellence

effectiveness.

In the further-line treatment evidence
report (D), 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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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
Gener | these outcomes. We would like to suggest that a sentence be
al 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.

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.
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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 smaller positive 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.

National Instifute 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
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was however not adequate to reach the
scale cut-off point characterising full
remission). The utility data attached to the
model health states 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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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 short-
term psychodynamic psychotherapy (STPP) was not. Another
example pertains to the further-line treatment
recommendations, where the statistically significant benefit of
long-term psychodynamic psychotherapy (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 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

National Instifute 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
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depression, 55 out of 127 studies included in the network
meta-analysis (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 concerning depression should aim to include and
report their outcomes over the long-term follow-up.

effectiveness.

In the further-line treatment evidence
report (D), 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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Limiting the evidence to RCTs

As stressed during the previous stakeholder consultations,
given the various limitations of RCTs specifically in the field of
mental health that have been pointed out repeatedly by
experts from many scientific disciplines and positions -
irrespective of any modality allegiance - creating sound policy
requires that we draw on a diverse range of evidence. We are
disappointed that the evidence reviewed in this draft
guideline continues to be limited to RCTs. We strongly uphold
that this is a restrictive science and therefore leads to limiting
patients’ choice. We would like to signpost you to the NICE
manual where it is states: “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)We would like to stress that the exclusion of
available “important and well-known” UK-based pragmatic
trials and real-world data collected from millions of patients
treated for depression within the NHS in the very setting
where the evidence from the guideline must closely followed,
cannot be justified.The guideline itself makes reference to
these studies, however, only appears to consider these
partially to aid interpretation of clinical and cost effectiveness.
We therefore ask that this draft is amended by the inclusion
of such evidence from real-world data and pragmatic trials
into the review. At the very least, we ask that their results are
not merely used partially and selectively in order to justify the

National Instifute 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. The committee
were also aware of pragmatic RCTs that
were excluded from the NMA typically
because the samples in the trials were <80%
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
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arbitrary treatment hierarchy (e.g. p. 141, |. 21f; and p.146,
[.31f of the evidence review B).

N I (: National Institute for
Health and Care Excellence

committee were aware of when making
recommendations.

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.
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Limiting evidence to RCTs only

As per your repeated responses to this critique point of ours,
we acknowledge 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, once
again, our concern with a guideline that limits itself to
evidence derived from RCTs. As stressed during all
stakeholder consultations, given the various limitations of
RCTs specifically in the field of mental health that have been
pointed out repeatedly by experts from many scientific
disciplines and positions irrespective of therapeutic modality,
creating sound policy requires that we draw on a diverse
range of evidence. We would like to signpost you to the NICE
manual where it is states: “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)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 (I.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 most relevant not only in terms of clinical evidence,

National Instifute 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. The committee
were also aware of pragmatic RCTs that
were excluded from the NMA typically
because the samples in the trials were <80%
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
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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, 1.31f). 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 not to
include these in full in the present review, especially when this
guideline continues to emphasise the need to for health care
professionals to collect ROM data (see e.g., guideline, p. 12, p.
84).We therefore ask to amend this draft by including such
evidence from real-world data and pragmatic trials.

committee were aware of when making
recommendations.

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.
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Economic analyses for more complex depression

We question why the committee decided not to develop
economic models for the other review questions, in particular
further-line treatment, which includes complex depression.
The reason given stated: “because the committee agreed that
other topics were higher priorities for economic evaluation”.
We do consider a robust cost analysis for the treatments of
more complex forms of depression to be a priority. In
addition, we are concerned with the fact that in the absence
of the economic modelling, the committee decided to refer to
the findings from the economic modelling carried out for first-
line treatment. See, for example: “The committee
acknowledged that the economic evidence in this area is
rather sparse and has limitations and decided to draw
additional information from the economic analysis of
treatments of a new depressive episode that was undertaken
for the guideline” (evidence review D, p. 180).

Thank you for your comment. As for all
other review questions, systematic reviews
of economic literature for interventions for
further line treatment of depression,
chronic depression and depression with a
co-existing personality disorder were also
conducted. The systematic review of
economic evaluations of interventions for
further-line treatment included 17 studies
that met inclusion criteria. These studies
were considered alongside respective
clinical evidence when formulating
recommendations. No economic studies on
chronic depression and depression with a
co-existing personality disorder were
identified. Regarding primary economic
modelling, this was not possible to conduct
across all areas due to the model complexity
required and time restrictions. Thus, in
accordance with NICE guideline methods,
an economic plan was prepared in
collaboration with the committee, which
prioritised review questions for primary
economic analysis, using as criteria the
expected resource implications as well as
the quality and the relevance of available
clinical and economic evidence. Using these
criteria, the area of treatments for a new
episode of depression as well as the area of
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relapse prevention were identified as high
priorities for de-novo economic modelling
(as they were considered to have major
resource implications and clinical and
economic data were of adequate quality to
allow robust modelling to be conducted).
The area of further line treatment was not
prioritised for de-novo economic modelling,
however, the committee agreed that this is
an area that needs to be considered for
primary economic analysis in future
guideline updates. It is noted, though, that
this area is expected to require complex
economic modelling, that may not be
possible to capture all relevant sub-groups,
as this area includes a heterogeneous
population that may follow very diverse
treatment sequences and pathways. When
formulating recommendations, the
committee considered the existing clinical
and economic evidence in the area of
further line treatment. As the economic
evidence in this area was limited and of
variant quality, the committee looked at the
economic evidence on treatments for a new
episode of depression only to check and
confirm whether it supports
recommendations for further-line
treatment, as an intervention that is cost-
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effective in treating a new episode gives
more confidence that it may also be cost-
effective in further-line treatment of
depression.
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Treatment ranking — as derived from NMA

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.Furthermore, treatment rankings by NICE based on
the NMA may be affected by small differences that are not
clinically important. In more severe depression, for example,
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), corresponding to a difference
in effect sizes of -0.20. This difference is below the difference
defined by NICE as clinically important (SMD=0.50), (Evidence
Review B, p. 14) but rankings differ considerably. This applies
to other rankings as well, e.g. of individual interpersonal
therapy (IPT, SMD=-0.50, rank 16.93) and individual CBT/CT
(SMD=-0.73, rank 13.14 ) compared to TAU in less severe
depression and also to the ranking of CT/CBT and counselling
in more severe depression, with SMDs of -0.78 (rank 17.28)
and -0.67 (rank 19.96) compared to pill placebo, showing no
clinically significant differences between individual CT/CBT
and counselling (difference in SMD=-0.11).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

National Instifute for
Health and Care Excellence

Thank you for your comment. The
committee agreed that treatment rankings
in the NMA suggested uncertainty in the
results. However, the treatment rankings in
the NMA were not the only criterion when
assessing the evidence and making
recommendations. Regarding the results of
the NMAs, the committee considered 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,
versus the reference treatment. They also
considered the results of the pairwise meta-
analysis. 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, and
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available, it is necessary to emphasise 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 Review B, the committee concedes that the 95%
credible intervals (Crl) around the rankings of interventions
were characterised by ‘considerable uncertainty’ (p.61). 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.

also acupuncture and antidepressant
combination) were also taken into
consideration. All this information on the
evidence and committee’s considerations
are provided in Evidence review B.

Regarding more severe depression, the
committee agreed that the difference in the
mean effects (SMD) between individual
CT/CBT and short-term psychodynamic
psychotherapy (STPP) on the SMD outcome
was small (-0.20). The magnitude of the
difference in the mean ranking (by almost 5
places) cannot be judged as ‘large’ in
absolute terms but should take into account
the fact that the ranking involved 43
treatment classes. The difference in ranking
can only be judged in relative terms. For
example, if only individual CT/CBT and STPP
were included in the ranking, their
maximum difference in the mean ranking
could be 1 (if the one intervention always
ranked first and the other always ranked
second), and this would be a very
considerable difference in their mean
ranking, although it would only be 1 place.

In any case, the difference in ranking
between individual CT/CBT was not
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determined exclusively by their difference
in mean effects, but also by the uncertainty
around each treatment’s mean effect: the
95%Crl around the relative effect of
individual CT/CBT vs TAU were narrower
than those around the relative effect of
STPP vs TAU. It is also noted that the former
did not cross the no effect line, whereas the
latter did.

Similar observations apply to the
comparison of the results between
individual CT/CBT and counselling in more
severe depression, as well as individual
CT/CBT and IPT in less severe depression
(where the ranking involved 32 treatment
classes).

It should be noted that the committee
made recommendations on the above
interventions taking into account their
relative cost-effectiveness. STPP was found
to be less cost-effective than GP care
(reference treatment) in both less and more
severe depression, and this is why it was
ranked in low places in Tables 1 and 2 of the
guideline. IPT in less severe depression
ranked as the 12th most cost-effective
option out of the 16 interventions, just

[Insert footer here]

18 of 750




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

above GP care (reference treatment). In
more severe depression, it ranked below GP
care (i.e., it was found to be less cost-
effective than GP care). Counselling in less
severe depression was also found to be less
cost-effective than GP care. In more severe
depression it ranked as the 14th most cost-
effective intervention out of the 20, just
above GP care.

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
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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 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 an
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%. 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-
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effectiveness of each intervention within
the analysis.
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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 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 qualification for entry into

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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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.

10 Thank you for your comment. The

committee noted that although, based on
the evidence, treatments combining an
antidepressant with a high-intensity

NHS Evide psychological intervention appeared to be
SH England and | Evidence nce Gener | The evidence base for the recommendation for ‘Depression the most effective, the evidence base for

Improveme | review revie | al with coexisting personality disorder’ is weak. this question was limited in volume, with

nt w F only small RCTs of low or very low quality.

Consequently, they were only able to
recommend combination treatment be
‘considered’ and they were not able to
recommend a specific antidepressant or

[Insert footer here] 23 of 750



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

psychological therapy but agreed that this
would depend on the person’s preference.

11

SH

Tees, Esk
and Wear
Valleys NHS
Foundation
Trust

Evidence
Review 2

18

Table

It does not look as though Guided Self Help as an intervention
is part of this. The name/content of those interventions does
not fit within the Psychological Wellbeing Practitioner/guided
self-help remit (except for Computerised Cognitive Behaviour
Therapy (cCBT) with support). It is not clear if data on which
this recommendation is based takes into consideration any
Increasing Access to Psychological Therapies (IAPT) specific
therapies/ways of working/stepped care model. The
recommendations appear ambiguous in terms of who would
be delivering those interventions given that the table content
does not include the scope of practice of Psychological
Wellbeing Practitioners.

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
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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 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, self-
help with support has been relabelled as
guided self-help, has been placed earlier in
the treatment pathway, and the description
of guided self-help has been amended to
clarify that this is not restricted to cCBT.

[Insert footer here]

25 of 750




12

SH

University
of South
Wales

Evidence
review A

30

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

No distinction is made between studies that have used ‘gold
standard’ diagnostic interviews to determine the presence of
depression according to DSM or ICD and those that have used
only a psychometric test. The former studies should be the
foundation for recommendations, low quality 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.

34

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 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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13 Thank you for your comment. As pre-
. . . . . , specified in the review protocol, the
Couple interventions, including behavioural couple’s therapy, . . . . .
. . o . committee identified couple interventions,
were considered only in pairwise comparisons (and not ) . .
. . . ) . including behavioural couples therapy, as
UK Council included in the network meta-analysis) due to the incorrect . ,
. . . interventions that would be more
for Evidence assumption (see earlier comment 8) that they were . .
SH . 8 4 . . . appropriate for subgroups of adults with
Psychother | Review B considered more appropriate for subgroups of adults with . . .
. . . . depression (for people with problems in
apy depression, namely for people with problems in their . L .
. o . . the relationship with their partner) and as
relationship with their partner. We request that the studies . . .
. i . such these interventions were considered
excluded on this basis are included and that couples therapy. . o .
only in pairwise comparisons (and not
included in the NMA).
14 Thank you for your comment. As pre-
. . . . . specified in the review protocol, the
Couple interventions, including behavioural couple’s therapy, P . . . P . .
L . . . ) committee identified couple interventions,
Association were considered only in pairwise comparisons (and not . . .
. . . . . including behavioural couples therapy, as
for Family included in the network meta-analysis) due to the incorrect . .
. . ) interventions that would be more
Therapy Evidence assumption (see earlier comment 8) that they were . .
SH . 8 4 . . . appropriate for subgroups of adults with
and Review B considered more appropriate for subgroups of adults with ) . .
. . . . . depression (for people with problems in
Systemic depression, namely for people with problems in their . L .
. . o . . the relationship with their partner) and as
Practice relationship with their partner. We request that the studies . . .
. . . such these interventions were considered
excluded on this basis are included and that couples therapy. . o .
only in pairwise comparisons (and not
included in the NMA).
15 i
UK Council Table 1: Summary of the protocol (PICO table) contains what Thank you for your co‘mment‘. This was 3
. . ) copy and paste error in creating the
for Evidence appear to be an error. Behavioural couple therapy instead of
SH . 9 11 . L . . summary of the protocol from the full
Psychother | Review B being listed as a psychological intervention was listed as a . .
. . protocol in Appendix A. It has now been
apy psychosocial intervention. amended
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Table 1: Summary of the protocol (PICO table) contains what
11 | aPpear to be an error. Behavioural couple therapy instead of
being listed as a psychological intervention was listed as a
psychosocial intervention.
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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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The distinction between less severe and more severe
depression

We uphold that the categorisation system of first episode
depression into ‘less severe’ and ‘more severe’ is concerning.
As stated in all previous responses made by us to the prior
consultations, 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? In your last response
to this concern of ours, you responded that “these have been
updated and are now based on published work”. You cite the
following: Carmody, 2006; Rush, 2003; Uher, 2008; Wahl,
2014, and indicate on p. 10 I. 18 that “these thresholds were
derived using standardization of depression measurement
crosswalk tables” from the four referenced studies. Firstly, it is
not clear which crosswalk table you have used as there appear
to be differences between the four studies that you cite.
Secondly, your categorisation into two groups is not based on,

National Instifute 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
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or recommended by, any of these authors. Wahl et al (2014),
which is the latest published study, provide threshold values
for mild, moderate and severe depression (see their Table 3).
According to them the cut-off for moderate depression on the
PHQ-9 is 10 and for severe depression 20. Your anchor point
of 16 falls in the middle of that. Moreover, it appears you
have changed that cut-off from 18 in the second draft
guideline. Your justification for setting the anchor point at
such a value was “on the basis of alignment with the clinical
judgement of the committee and eligibility criteria in
published studies.” We would like to point out that it does
not appear to be based on criteria in these published studies,
and that seeking clinical judgement on such a psychometric
matter and decision is highly questionable. We stress again,
that any treatment recommendations based on
methodological choices that have not been validated need to
be viewed with caution.

National Instifute for
Health and Care Excellence

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 clinical judgement of the
committee and eligibility criteria in the
studies included in the NMAs. The change in
cut-offs between the current and earlier
versions of this updated guidance was
based on previous stakeholder concerns
that because many of the included studies
reported a mean severity score that was
very close to the threshold the distinction
appeared arbitrary. The committee also
considered it more appropriate to group
subthreshold and less severe, and moderate
and severe, as this was more in line with
how depression is conceptualised and with
the distinction between different treatment
options that might be considered
appropriate.

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. All of these crosswalk
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papers were referred to as they included
different scale comparisons.
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18 Thank you for your comment. As pre-
specified in the review protocol, the
committee identified couple interventions,

UK Council Here again it is wrongly stated that couple interventions are including behavioural couples therapy, as

. only appropriate for sub-groups of people with depression interventions that would be more

for Evidence ., . ) . o . . .

SH psvchother | Review B 13 39 | specifically those with problems in the relationship with their | appropriate for subgroups of adults with

3 ¥ partner leading to the inappropriate exclusion of some studies | depression (for people with problems in

Py and the couple evidence not being included in the NMA. the relationship with their partner) and as
such these interventions were considered
only in pairwise comparisons (and not
included in the NMA).

19 Thank you for your comment. As pre-
specified in the review protocol, the

. committee identified couple interventions,

Association . . . . . .

for Eamil It is wrongly stated that couple interventions are only including behavioural couples therapy, as

y . appropriate for sub-groups of people with depression interventions that would be more
Therapy Evidence . . . . L . . .
SH and Review B 13 39 | specifically those with problems in the relationship with their | appropriate for subgroups of adults with
. partner leading to the inappropriate exclusion of some studies | depression (for people with problems in

Systemic . L . . L .

Practice and the couple evidence not being included in the NMA. the relationship with their partner) and as
such these interventions were considered
only in pairwise comparisons (and not
included in the NMA).

20 , )

As comment above Here again it is wrongly stated that couple Than‘k. yOl.J for your'comment As pre
. . . . specified in the review protocol, the

UK Council interventions are only appropriate for sub-groups of people . . - . .

. . . . . . committee identified couple interventions,

for Evidence with depression specifically those with problems in the ) . .

SH . 14 23 . L . . . . including behavioural couples therapy, as

Psychother | Review B relationship with their partner leading to the inappropriate . .

. . . . interventions that would be more

apy exclusion of some studies and the couple evidence not being . .

. . appropriate for subgroups of adults with
included in the NMA. . . .
depression (for people with problems in
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the relationship with their partner) and as
such these interventions were considered
only in pairwise comparisons (and not
included in the NMA).

21 Thank you for your comment. As pre-
specified in the review protocol, the
. committee identified couple interventions,
Association . . .
for Eamil including behavioural couples therapy, as
y . interventions that would be more
Therapy Evidence . .
SH and Review B 14 23 | As comment above appropriate for subgroups of adults with
. depression (for people with problems in
Systemic . L .
i the relationship with their partner) and as
Practice . . .
such these interventions were considered
only in pairwise comparisons (and not
included in the NMA).
22 Thank you for your comment. As pre-
specified in the review protocol, the
L committee identified couple interventions,
As comment above Here again it is wrongly stated that couple | . . .
. . . . including behavioural couples therapy, as
UK Council interventions are only appropriate for sub-groups of people ) .
. . . i . . interventions that would be more
for Evidence with depression specifically those with problems in the . .
SH . 41 5 . L . . . . appropriate for subgroups of adults with
Psychother | Review B relationship with their partner leading to the inappropriate . . .
. . . . depression (for people with problems in
apy exclusion of some studies and the couple evidence not being

the relationship with their partner) and as
such these interventions were considered
only in pairwise comparisons (and not
included in the NMA).

included in the NMA.
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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

5 | As comment above 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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THIS COMMENT IS IDENTICAL TO THAT REFERRING TO PAGE
147 BUT IS REPEATED HERE AS PER THE INSTRUCTIONS
REGARDING NOT CROSS REFERENCING COMMENTS The
statement: “the committee were aware that a number of
important and well-known, often pragmatic trials, were
excluded from the NMA typically because the samples in the
trials were <80% first-line treatment or <80% non-chronic
depression...... the committee used their knowledge of these
trials in the round when interpreting the evidence from the
systematic review and making recommendations” is genuinely
perplexing. The trials referred to (and cited specifically
elsewhere in the guideline evidence reviews) are NHS facing
trials of real world populations likely to be encountered by
clinicians delivering treatments. They also represent the
largest number of people with depression. Most of these trials
were funded by public agencies supported by taxpayers’
money (NIHR for example). Many hundreds of people with
depression volunteered to suspend their right to treatment
choice in order to participate randomised treatment
allocation. It is simply not enough to cite these trials and the
selfless efforts of these participant populations as ‘in the
round’ evidence. These are the people who most need help
and are the population who present daily to primary care. The
£2m NIHR HTA COBRA trial of two psychological treatments,
for example, included 440 participants with diagnosed
depression. NICE has chosen to exclude these data (including
18m follow up) because most of the participants were also
taking antidepressants as a so called “first line’ treatment
(even though this treatment was not working). This is hardly

National Instifute for
Health and Care Excellence

Thank you for your comment. For the first-
line treatment review, studies were not
included if more than 20% of participants
were already receiving treatment for
depression. While in the further-line
treatment review, studies were required to
have at least 80% of the participants
showing no or limited response to previous
treatment for the current episode of
depression.

The guideline review questions focus on
specific populations — first-line treatment,
further-line treatment/TRD, and there is not
a question that specifically looks at a
heterogeneous population where 21-79%
are already on antidepressants and then
have a psychological therapy added.
Although the committee were aware that
this may reflect standard care settings, the
aim of the first-line treatment review
question (RQ 2.1-2.2) is to estimate the
effect size for psychological treatments, for
antidepressants, and for combined
psychological and antidepressant treatment
and if the psychological studies include a
significant proportion of participants who
are actually receiving combined treatment
this has the potential to give a misleading
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surprising, given that they were people with multiple episodes
of depression and histories of treatment lasting over 300
weeks prior to the trial. This is the usual behaviour of people
struggling to overcome and manage their mood disorders. The
evidence review criteria used by NICE has instead, derived
evidence from an artificial cohort of participants that in no
way represent the clinical and behavioural treatment seeking
characteristics of the vast majority of people with depression.
Had the COBRA trial excluded these people or asked them to
halt their pharmacological treatment we would have a)
struggled to find people who were not treating their
depression, b) faced the accurate critique that the trial was
not generalisable to the public at large c) faced real ethical
difficulties in removing existing treatments from vulnerable
adults. As noted in a previous comment, the decision to
exclude this trial has removed the health economic data from
NICE decision making. We face a post-pandemic mental health
emergency and the decision to exclude vital health economic
data on the relative cost-effectiveness of CBT and BA is a
significant disservice to patients, their significant others,
clinicians, funders and policy makers in the NHS. The COBRA
trial demonstrated that 20% more people with depression
could be treated using BA compared to CBT, vital information
for a changed mental health context in the post-COVID world.
In summary, the decision to exclude some of the largest,
pragmatic health services research trials from this guideline
cannot be assuaged by a side comment that they somehow
back up the committee decisions. What would NICE have
done, one wonders had these excluded trials NOT been

estimate of the effect of psychological
treatments, and this is particularly
problematic where these might be
recommended as monotherapy.

The committee discussed this at length and
although it was appreciated that it was
unfortunate that studies would be excluded
on this basis, it was agreed that the line had
to be drawn somewhere based on the
rationale above. The evidence from the
further-line treatment/TRD depression
review is applicable to the population who
are already on antidepressants, and the
first-line review is applicable to those who
are not, or who receive combination
antidepressants and psychological therapies
from the outset. Whereas, looking at the
evidence from a very heterogeneous
population would not provide good
evidence for any of these groups. This may
mean that some studies are missing,
because the population doesn’t fit into
either review, but there is evidence for
psychological therapies for people who are
already on antidepressants and those who
aren’t, and for psychological and
pharmacological interventions used in
combination, and this evidence has been
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consistent with the evidence reviews? Tax payers’ money,
patient volunteers and the efforts of hundreds of health
services researchers cannot be dismissed in this cavalier
manner. It also makes a mockery of the extensive peer review
systems in place including at funder, trial governance and
publication levels to treat this scientific endeavour with such
disdain. The guideline has based its decision making on
artificial criteria that do not represent the populations and the
clinical situations faced by the NHS. We face a post-pandemic
mental health emergency. These HSR pragmatic trials should
be included as exactly the type of evidence that we are now
so desperate to work with in order to advise our long-
suffering and harassed clinical colleagues in their decision
making. And of course, these data should be in the public
domain so that patients and their closest significant others are
enabled to make life changing decisions about their care.

National Instifute for
Health and Care Excellence

used to inform recommendations. It should
also be noted that there are still a
significant number of psychological
intervention studies, conducted in standard
care settings, included.

Although these studies including mixed
populations may be representative of
standard care, the recommendations are for
the treatment of an individual and not for
the whole of primary care or IAPT, and
therefore it is preferable to have the
cleanest evidence about what the effects of
combination treatment are (if someone is
already on antidepressants) or what the
effects of psychological treatment alone is if
they are not.

These exclusions were stipulations of the
review protocol in order to create a
homogenous data set, but the committee
used their knowledge of these studies 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
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name all UK-based studies which were
excluded on this basis but which the
committee were aware of when making
recommendations.
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Differentiation between interventions — the role of qualitative
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 .
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; Iwakabe and Gazzola, 2009; Levitt, 2018). The
subsequent results could be distilled into 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.

National Instifute 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 hew 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.

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. The committee
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considered that the contextual features that
you describe as requiring qualitative
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 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), corresponding to a difference
in effect sizes of -0.20. For less severe depression, similar
observation is found as pointed out in point 5 above. 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.

Thank you for your comment. The
committee agreed that there is not very
large difference in the effects sizes between
individual CT/CBT vs pill placebo and STPP
vs pill placebo, 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 a large number of 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
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Health and Care Excellence

(after looking at the total size of the
evidence base in this area 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 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
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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 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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THIS COMMENT IS IDENTICAL TO THAT REFERRING TO PAGE
147 BUT IS REPEATED HERE AS PER THE INSTRUCTIONS
REGARDING NOT CROSS REFERENCING COMMENTS The
statement: “the committee were aware that a number of
important and well-known, often pragmatic trials, were
excluded from the NMA typically because the samples in the
trials were <80% first-line treatment or <80% non-chronic
depression. The committee used their knowledge of these
trials in the round when interpreting the evidence from the
systematic review and making recommendations” is genuinely
perplexing. The trials referred to (and cited specifically
elsewhere in the guideline evidence reviews) are NHS facing
trials of real world populations likely to be encountered by
clinicians delivering treatments. They also represent the
largest number of people with depression. Most of these trials
were funded by public agencies supported by taxpayers’
money (NIHR for example). Many hundreds of people with
depression volunteered to suspend their right to treatment
choice in order to participate randomised treatment
allocation. It is simply not enough to cite these trials and the
selfless efforts of these participant populations as ‘in the
round’ evidence. These are the people who most need help
and are the population who present daily to primary care. The
£2m NIHR HTA COBRA trial of two psychological treatments,
for example, included 440 participants with diagnosed
depression. NICE has chosen to exclude these data (including
18m follow up) because most of the participants were also
taking antidepressants as a so called “first line’ treatment
(even though this treatment was not working). This is hardly

National Instifute for
Health and Care Excellence

Thank you for your comment. For the first-
line treatment review, studies were not
included if more than 20% of participants
were already receiving treatment for
depression. While in the further-line
treatment review, studies were required to
have at least 80% of the participants
showing no or limited response to previous
treatment for the current episode of
depression.

The guideline review questions focus on
specific populations — first-line treatment,
further-line treatment/TRD, and there is not
a question that specifically looks at a
heterogeneous population where 21-79%
are already on antidepressants and then
have a psychological therapy added.
Although the committee were aware that
this may reflect standard care settings, the
aim of the first-line treatment review
question (RQ 2.1-2.2) is to estimate the
effect size for psychological treatments, for
antidepressants, and for combined
psychological and antidepressant treatment
and if the psychological studies include a
significant proportion of participants who
are actually receiving combined treatment
this has the potential to give a misleading
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surprising, given that they were people with multiple episodes
of depression and histories of treatment lasting over 300
weeks prior to the trial. This is the usual behaviour of people
struggling to overcome and manage their mood disorders. The
evidence review criteria used by NICE has instead, derived
evidence from an artificial cohort of participants that in no
way represent the clinical and behavioural treatment seeking
characteristics of the vast majority of people with depression.
Had the COBRA trial excluded these people or asked them to
halt their pharmacological treatment we would have a)
struggled to find people who were not treating their
depression, b) faced the accurate critique that the trial was
not generalisable to the public at large c) faced real ethical
difficulties in removing existing treatments from vulnerable
adults. As noted in a previous comment, the decision to
exclude this trial has removed the health economic data from
NICE decision making. We face a post-pandemic mental health
emergency and the decision to exclude vital health economic
data on the relative cost-effectiveness of CBT and BA is a
significant disservice to patients, their significant others,
clinicians, funders and policy makers in the NHS. The COBRA
trial demonstrated that 20% more people with depression
could be treated using BA compared to CBT, vital information
for a changed mental health context in the post-COVID world.
In summary, the decision to exclude some of the largest,
pragmatic health services research trials from this guideline
cannot be assuaged by a side comment that they somehow
back up the committee decisions. What would NICE have
done, one wonders had these excluded trials NOT been

estimate of the effect of psychological
treatments, and this is particularly
problematic where these might be
recommended as monotherapy.

The committee discussed this at length and
although it was appreciated that it was
unfortunate that studies would be excluded
on this basis, it was agreed that the line had
to be drawn somewhere based on the
rationale above. The evidence from the
further-line treatment/TRD depression
review is applicable to the population who
are already on antidepressants, and the
first-line review is applicable to those who
are not, or who receive combination
antidepressants and psychological therapies
from the outset. Whereas, looking at the
evidence from a very heterogeneous
population would not provide good
evidence for any of these groups. This may
mean that some studies are missing,
because the population doesn’t fit into
either review, but there is evidence for
psychological therapies for people who are
already on antidepressants and those who
aren’t, and for psychological and
pharmacological interventions used in
combination, and this evidence has been
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consistent with the evidence reviews? Tax payers’ money,
patient volunteers and the efforts of hundreds of health
services researchers cannot be dismissed in this cavalier
manner. It also makes a mockery of the extensive peer review
systems in place including at funder, trial governance and
publication levels to treat this scientific endeavour with such
disdain. The guideline has based its decision making on
artificial criteria that do not represent the populations and the
clinical situations faced by the NHS. We face a post-pandemic
mental health emergency. These HSR pragmatic trials should
be included as exactly the type of evidence that we are now
so desperate to work with in order to advise our long-
suffering and harassed clinical colleagues in their decision
making. And of course, these data should be in the public
domain so that patients and their closest significant others are
enabled to make life changing decisions about their care.

National Instifute for
Health and Care Excellence

used to inform recommendations. It should
also be noted that there are still a
significant number of psychological
intervention studies, conducted in standard
care settings, included.

Although these studies including mixed
populations may be representative of
standard care, the recommendations are for
the treatment of an individual and not for
the whole of primary care or IAPT, and
therefore it is preferable to have the
cleanest evidence about what the effects of
combination treatment are (if someone is
already on antidepressants) or what the
effects of psychological treatment alone is if
they are not.

These exclusions were stipulations of the
review protocol in order to create a
homogenous data set, but the committee
used their knowledge of these studies 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
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name all UK-based studies which were
excluded on this basis but which the
committee were aware of when making
recommendations.
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THIS COMMENT IS IDENTICAL TO THAT REFERRING TO PAGE
147 BUT IS REPEATED HERE AS PER THE INSTRUCTIONS
REGARDING NOT CROSS REFERENCING COMMENTS The
statement: “Furthermore, the committee were aware that
important trials comparing CBT and behavioural activation to
controls, other psychological interventions, and
antidepressant medication were excluded from the NMA
principally because they were pragmatic trials and the
samples in the trials were <80% first-line treatment or <80%
non-chronic depression (including De Rubeis 2005; Dimidjian
2006; Driessen 2013; Ekers 2011; Hollon 2014; Luty 2007,
Richards 2016). The committee considered that the evidence
from these studies was consistent with the evidence from the
systematic review and also supported this interpretation.” is
genuinely perplexing. The trials referred to (and cited
specifically elsewhere in the guideline evidence reviews) are
NHS facing trials of real world populations likely to be
encountered by clinicians delivering treatments. They also
represent the largest number of people with depression. Most
of these trials were funded by public agencies supported by
taxpayers’ money (NIHR for example). Many hundreds of
people with depression volunteered to suspend their right to
treatment choice in order to participate randomised
treatment allocation. It is simply not enough to cite these
trials and the selfless efforts of these participant populations
as ‘consistent’ evidence. These are the people who most need
help and are the population who present daily to primary
care. The £2m NIHR HTA COBRA trial of two psychological
treatments, for example, included 440 participants with

National Instifute for
Health and Care Excellence

Thank you for your comment. For the first-
line treatment review, studies were not
included if more than 20% of participants
were already receiving treatment for
depression. While in the further-line
treatment review, studies were required to
have at least 80% of the participants
showing no or limited response to previous
treatment for the current episode of
depression.

The guideline review questions focus on
specific populations — first-line treatment,
further-line treatment/TRD, and there is not
a question that specifically looks at a
heterogeneous population where 21-79%
are already on antidepressants and then
have a psychological therapy added.
Although the committee were aware that
this may reflect standard care settings, the
aim of the first-line treatment review
question (RQ 2.1-2.2) is to estimate the
effect size for psychological treatments, for
antidepressants, and for combined
psychological and antidepressant treatment
and if the psychological studies include a
significant proportion of participants who
are actually receiving combined treatment
this has the potential to give a misleading
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diagnosed depression. NICE has chosen to exclude these data
(including 18m follow up) because most of the participants
were also taking antidepressants as a so called “first line’
treatment (even though this treatment was not working). This
is hardly surprising, given that they were people with multiple
episodes of depression and histories of treatment lasting over
300 weeks prior to the trial. This is the usual behaviour of
people struggling to overcome and manage their mood
disorders. The evidence review criteria used by NICE has
instead, derived evidence from an artificial cohort of
participants that in no way represent the clinical and
behavioural treatment seeking characteristics of the vast
majority of people with depression. Had the COBRA trial
excluded these people or asked them to halt their
pharmacological treatment we would have a) struggled to find
people who were not treating their depression, b) faced the
accurate critique that the trial was not generalisable to the
public at large c) faced real ethical difficulties in removing
existing treatments from vulnerable adults. As noted in a
previous comment, the decision to exclude this trial has
removed the health economic data from NICE decision
making. We face a post-pandemic mental health emergency
and the decision to exclude vital health economic data on the
relative cost-effectiveness of CBT and BA is a significant
disservice to patients, their significant others, clinicians,
funders and policy makers in the NHS. The COBRA trial
demonstrated that 20% more people with depression could
be treated using BA compared to CBT, vital information for a
changed mental health context in the post-COVID world. In

estimate of the effect of psychological
treatments, and this is particularly
problematic where these might be
recommended as monotherapy.

The committee discussed this at length and
although it was appreciated that it was
unfortunate that studies would be excluded
on this basis, it was agreed that the line had
to be drawn somewhere based on the
rationale above. The evidence from the
further-line treatment/TRD depression
review is applicable to the population who
are already on antidepressants, and the
first-line review is applicable to those who
are not, or who receive combination
antidepressants and psychological therapies
from the outset. Whereas, looking at the
evidence from a very heterogeneous
population would not provide good
evidence for any of these groups. This may
mean that some studies are missing,
because the population doesn’t fit into
either review, but there is evidence for
psychological therapies for people who are
already on antidepressants and those who
aren’t, and for psychological and
pharmacological interventions used in
combination, and this evidence has been
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summary, the decision to exclude some of the largest,
pragmatic health services research trials from this guideline
cannot be assuaged by a side comment that they somehow
back up the committee decisions. What would NICE have
done, one wonders had these excluded trials NOT been
consistent with the evidence reviews? Tax payers’ money,
patient volunteers and the efforts of hundreds of health
services researchers cannot be dismissed in this cavalier
manner. It also makes a mockery of the extensive peer review
systems in place including at funder, trial governance and
publication levels to treat this scientific endeavour with such
disdain. The guideline has based its decision making on
artificial criteria that do not represent the populations and the
clinical situations faced by the NHS. We face a post-pandemic
mental health emergency. These HSR pragmatic trials should
be included as exactly the type of evidence that we are now
so desperate to work with in order to advise our long-
suffering and harassed clinical colleagues in their decision
making. And of course, these data should be in the public
domain so that patients and their closest significant others are
enabled to make life changing decisions about their care.

National Instifute for
Health and Care Excellence

used to inform recommendations. It should
also be noted that there are still a
significant number of psychological
intervention studies, conducted in standard
care settings, included.

Although these studies including mixed
populations may be representative of
standard care, the recommendations are for
the treatment of an individual and not for
the whole of primary care or IAPT, and
therefore it is preferable to have the
cleanest evidence about what the effects of
combination treatment are (if someone is
already on antidepressants) or what the
effects of psychological treatment alone is if
they are not.

These exclusions were stipulations of the
review protocol in order to create a
homogenous data set, but the committee
used their knowledge of these studies 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

[Insert footer here]

50 of 750




N I c 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

name all UK-based studies which were
excluded on this basis but which the
committee were aware of when making
recommendations.

[Insert footer here] 51 of 750



29

SH

Society for
Psychother

apy
Research

Evidence
review B

143

NIC

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

Gener
al

23 November 2021 - 12 January 2022

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 in this draft, changing
it completely from the previous guideline. Here only studies
are considered where individuals report relationship
problems. However, couple therapy for depression has been
found to be effective for individuals suffering from depression
with and without relationship problems (e.g. Baucom et al.,
2018). Moreover, these stringent inclusion criteria meant that
only 1 study was included, which dates from 1992 and
includes cognitive therapy (Beech, 1992, see page 111).
Consequently, many studies showing effectiveness of a variety
of modalities of couples therapy were not reviewed, which in
fact were included in the previous guideline (see list
below).We strongly recommend refining the
inclusion/exclusion criteria for couple therapy and amend this
review according. 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. Related to this we are surprised by the
inconsistency here to recommend a treatment on the review

National Instifute 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
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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. Studied that were
excluded in this draft but had been included previously: Beach
SRH, O'Leary KI. Treating depression in the context of marital
discord: outcome and predictors of response of marital
therapy versus cognitive therapy. Behav Ther 1992;23:507-
528.Emanuels-Zuurveen L, Emmelkamp PMG. Individual
behavioural cognitive therapy vs. marital therapy for
depression in maritally distressed couples.. BrJ Psychiatry
1996;169:181-188.Foley SH, Rounsaville BJ, Weissman MM,
Sholomskas D, Chevron E. Individual versus conjoint
interpersonal psychotherapy for depressed patients with
marital disputes. International Journal of Family Psychiatry
1989;10(1-2):29-42. O'Leary KD, Beach SR. Marital therapy: a
viable treatment for depression and marital discord. American
Journal of Psychiatry 1990;147(2):183-186. Leff J, Vearnals S,
Brewin CR, Wolff G, Alexander B, Asen E, Dayson D, Jones E,
Chisholm D, Everitt B. The London Depression Intervention
Trial. Randomised controlled trial of antidepressants v. couple
therapy in the treatment and maintenance of people with
depression living with a partner: clinical outcome and costs.
[see comments.] [erratum appears in Br J Psychiatry 2000
Sep;177:284.]. British Journal of Psychiatry 2000;177:95-
100.Bodenmann, G., Plancheral, B., Beach, S.R., et al. (2008).
Effects of coping-orientated couples therapy on depression: A
randomised clinical trial. Journal of Consulting and Clinical

the range of interventions offered by the
IAPT services and that it was useful in the
specific population and so recommended its
use for this group of people.
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Psychology, 76(6), 944-954 Jacobson, NS., Fruzzetti, A.E.,
Dobson, K., Whisman, M., & Hops, H. (1993). Couple therapy
as a treatment for depression: Il. The effects of relationship
guality and therapy on depressive relapse
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THIS COMMENT IS IDENTICAL TO THAT REFERRING TO PAGE
68 BUT IS REPEATED HERE AS PER THE INSTRUCTIONS
REGARDING NOT CROSS REFERENCING COMMENTSThe
statement: “the committee were aware that a number of
important and well-known,often pragmatic trials, were
excluded from the NMA typically because the samples in the
trials were <80% first-line treatment or <80% non-chronic
depression. The committee used their knowledge of these
trials in the round when interpreting the evidence from the
systematic review and making recommendations” is genuinely
perplexing. The trials referred to (and cited specifically
elsewhere in the guideline evidence reviews) are NHS facing
trials of real world populations likely to be encountered by
clinicians delivering treatments. They also represent the
largest number of people with depression. Most of these trials
were funded by public agencies supported by taxpayers’
money (NIHR for example). Many hundreds of people with
depression volunteered to suspend their right to treatment
choice in order to participate randomised treatment
allocation. It is simply not enough to cite these trials and the
selfless efforts of these participant populations as ‘in the
round’ evidence. These are the people who most need help
and are the population who present daily to primary care. The
£2m NIHR HTA COBRA trial of two psychological treatments,
for example, included 440 participants with diagnosed
depression. NICE has chosen to exclude these data (including
18m follow up) because most of the participants were also
taking antidepressants as a so called “first line’ treatment
(even though this treatment was not working). This is hardly

National Instifute for
Health and Care Excellence

Thank you for your comment. For the first-
line treatment review, studies were not
included if more than 20% of participants
were already receiving treatment for
depression. While in the further-line
treatment review, studies were required to
have at least 80% of the participants
showing no or limited response to previous
treatment for the current episode of
depression.

The guideline review questions focus on
specific populations — first-line treatment,
further-line treatment/TRD, and there is not
a question that specifically looks at a
heterogeneous population where 21-79%
are already on antidepressants and then
have a psychological therapy added.
Although the committee were aware that
this may reflect standard care settings, the
aim of the first-line treatment review
question (RQ 2.1-2.2) is to estimate the
effect size for psychological treatments, for
antidepressants, and for combined
psychological and antidepressant treatment
and if the psychological studies include a
significant proportion of participants who
are actually receiving combined treatment
this has the potential to give a misleading
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surprising, given that they were people with multiple episodes
of depression and histories of treatment lasting over 300
weeks prior to the trial. This is the usual behaviour of people
struggling to overcome and manage their mood disorders. The
evidence review criteria used by NICE has instead, derived
evidence from an artificial cohort of participants that in no
way represent the clinical and behavioural treatment seeking
characteristics of the vast majority of people with depression.
Had the COBRA trial excluded these people or asked them to
halt their pharmacological treatment we would have a)
struggled to find people who were not treating their
depression, b) faced the accurate critique that the trial was
not generalisable to the public at large c) faced real ethical
difficulties in removing existing treatments from vulnerable
adults. As noted in a previous comment, the decision to
exclude this trial has removed the health economic data from
NICE decision making. We face a post-pandemic mental health
emergency and the decision to exclude vital health economic
data on the relative cost-effectiveness of CBT and BA is a
significant disservice to patients, their significant others,
clinicians, funders and policy makers in the NHS. The COBRA
trial demonstrated that 20% more people with depression
could be treated using BA compared to CBT, vital information
for a changed mental health context in the post-COVID world.
In summary, the decision to exclude some of the largest,
pragmatic health services research trials from this guideline
cannot be assuaged by a side comment that they somehow
back up the committee decisions. What would NICE have
done, one wonders had these excluded trials NOT been

estimate of the effect of psychological
treatments, and this is particularly
problematic where these might be
recommended as monotherapy.

The committee discussed this at length and
although it was appreciated that it was
unfortunate that studies would be excluded
on this basis, it was agreed that the line had
to be drawn somewhere based on the
rationale above. The evidence from the
further-line treatment/TRD depression
review is applicable to the population who
are already on antidepressants, and the
first-line review is applicable to those who
are not, or who receive combination
antidepressants and psychological therapies
from the outset. Whereas, looking at the
evidence from a very heterogeneous
population would not provide good
evidence for any of these groups. This may
mean that some studies are missing,
because the population doesn’t fit into
either review, but there is evidence for
psychological therapies for people who are
already on antidepressants and those who
aren’t, and for psychological and
pharmacological interventions used in
combination, and this evidence has been
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consistent with the evidence reviews? Tax payers’ money,
patient volunteers and the efforts of hundreds of health
services researchers cannot be dismissed in this cavalier
manner. It also makes a mockery of the extensive peer review
systems in place including at funder, trial governance and
publication levels to treat this scientific endeavour with such
disdain. The guideline has based its decision making on
artificial criteria that do not represent the populations and the
clinical situations faced by the NHS. We face a post-pandemic
mental health emergency. These HSR pragmatic trials should
be included as exactly the type of evidence that we are now
so desperate to work with in order to advise our long-
suffering and harassed clinical colleagues in their decision
making. And of course, these data should be in the public
domain so that patients and their closest significant others are
enabled to make life changing decisions about their care.

National Instifute for
Health and Care Excellence

used to inform recommendations. It should
also be noted that there are still a
significant number of psychological
intervention studies, conducted in standard
care settings, included.

Although these studies including mixed
populations may be representative of
standard care, the recommendations are for
the treatment of an individual and not for
the whole of primary care or IAPT, and
therefore it is preferable to have the
cleanest evidence about what the effects of
combination treatment are (if someone is
already on antidepressants) or what the
effects of psychological treatment alone is if
they are not.

These exclusions were stipulations of the
review protocol in order to create a
homogenous data set, but the committee
used their knowledge of these studies 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

[Insert footer here]

57 of 750




N I c 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

name all UK-based studies which were
excluded on this basis but which the
committee were aware of when making
recommendations.
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31 Thank you for your comment. This was not
Appen . S - . . . .
UK Council dix A Couple therapy is again listed as a psychosocial intervention intended to be listed as a psychosocial
. . when it is a psychological intervention and again incorrectly intervention but was in a separate section
for Evidence Revie . . . .
SH . 207 described as more appropriate for sub-groups of people with | at the end. However, in response to your
Psychother | Review B w . e . . ) . .
3 rotoc depression specifically those with problems in the relationship | comment, it has been moved under the
Py EI with their partner. psychological interventions heading for
greater clarity.
32 L Thank you for your comment. This was not
Association Appen . - - . . . .
for Eamil dix A Couple therapy is again listed as a psychosocial intervention intended to be listed as a psychosocial
¥ . . when it is a psychological intervention and again incorrectly intervention but was in a separate section
Therapy Evidence Revie . . . .
SH and Review B 207 " described as more appropriate for sub-groups of people with | at the end. However, in response to your
Svstemic rotoc depression specifically those with problems in the relationship | comment, it has been moved under the
P\r/actice EI with their partner. psychological interventions heading for

greater clarity.
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We welcome these research recommendations, in particular
the one investigating mechanisms of change. We would like to
request for the following crucial additions to these research
recommendations: The investigation of long-term treatments,
especially for chronic and complex forms of depression. A
request that all future studies need to include a meaningful
long-term follow-up period and report these outcomes as a
critical outcome. With regard to depression, we would suggest
a minimum of a 2-year follow-up. A request for psychological
studies to include therapists’ effects. A request that future
studies need to include quality of life and functioning
measures alongside symptom-based measures.

National Instifute for
Health and Care Excellence

Thank you for your comment.

The committee agree that quality of life and
functioning outcomes, and long-term
follow-up, are important. The committee
noted the limited evidence for quality of life
and functioning outcomes and for longer-
term follow-up, and included these
outcomes and follow-up timepoints for the
research recommendations in the guideline.

The number of research recommendations
that the committee can develop is limited
and unfortunately long-term treatments
were not prioritised for a research
recommendation.

The research recommendation on the
mechanisms of action of effective
psychological interventions includes the
recommendation that psychological
interventions should be analysed in terms of
generic therapeutic components (for
example therapeutic relationship, rationale;
remoralization), in addition to therapy
structure (for example session duration,
frequency), and specific ingredients. The
committee did not prioritise therapist
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effects for a stand-alone research
recommendation.
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Class models

In this third iteration of the draft guideline, we continue to be
concerned about the class models that have been adopted.
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. Moreover, we were concerned about the lack
of an explanation or definition as to how similarity between
and within classes was assessed and 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
costs were extrapolated from some interventions to others
within a class for the economic analysis (see point 22 for our
comments on that).

National Instifute 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 Evidence
review B 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

[Insert footer here]

62 of 750




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

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 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 the
spread/uncertainty around the class effect
and across the effects of 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
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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 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:
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“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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Couples Therapy

We notice that the review of couples therapy only includes
one study (Beech, 1992, see p. 111) and that on the basis of
the results of this study alone. a study has been identified as
“very weak”; cognitive couples’ therapy is being
recommended. This is very concerning, not only because it is
inconsistent with other decisions the committee appears to
have made where a decision was made not recommend a
treatment based on the quality of a trial, or the lack of further
evidence, but also because it appears that many other studies
assessing its efficacy were excluded based on the rather
narrow definition to exclude trials because individuals with
depression did not have relationship problems. We want to
emphasise that couple therapy for depression has been found
to be effective for individuals suffering from depression with
and without relationship problems (e.g. Baucom et al., 2018).
Subsequently 4 of the 27 studies reviewed were excluded
because they did not have relationship problems. We strongly
suggest this to be amended. References cited:Baucom, D.,
Fischer, M., Worrell, M., Corrie, S., Belus, J., Molyva, E. and
Boeding, S. (2018) Couple-based intervention for depression:
an effectiveness study in the national health service in
England. Family Process, 57: 275-92

National Instifute 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

[Insert footer here]

66 of 750




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

the range of interventions offered by the
IAPT services and that it was useful in the
specific population and so recommended its
use for this group of people.
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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 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

National Instifute for
Health and Care Excellence

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
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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).

N I (: National Institute for
Health and Care Excellence

based on the finding that there were only
very few differences in the comparison of
findings between NMA and 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
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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 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
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inform other mental health guidelines,
including PTSD, bipolar disorder and
schizophrenia, 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; 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-Lépez 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,
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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, 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
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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 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
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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 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.

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
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evidence base, both 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
(e.g. 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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Network meta-analysis (NMA)

We appreciate that the committee listened to our concerns
and that it included pair-wise meta-analyses alongside the
NMA for the review of first episode depression. However, we
are disappointed that the committee decided to stick with
their decision to utilise the NMA as the primary analysis, and
in the end only used the pair-wise analyses for comparison
reasons. As stated on p.39 of the 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! In line with
leading scientists, we strongly maintain that NMA should only
be used when certain conditions are met. We have stated the
various reasons why we believe that these conditions were
not met in the previous two drafts and outline these once
more below with respect to the current draft on the grounds
that they are still highly pertinent. 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.As emphasised in all
consultations, 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

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

[Insert footer here]

76 of 750




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

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. Assumption of transitivity and
consistency likely not metResults 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, 1989).Treatment
ranking If all assumptions are met, NMA is a useful technique
for the purpose of ranking treatment outcome. As stressed in

based on the finding that there were only
very few differences in the comparison of
findings between NMA and 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.
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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.For more severe depression, for example, 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), but rankings differ
considerably. This applies to other rankings as well, e.g. of
individual interpersonal therapy (IPT, SMD=-0.50, rank 16.93)
and individual CBT/CT (SMD= -0.73, rank 13.14) compared to
TAU in less severe depression and also to the ranking of
CT/CBT and counselling in more severe depression, with SMDs
of -0.78 (rank 17.28) and -0.67 (rank 19.96) compared to pill
placebo, showing no clinically significant differences between
individual CT/CBT and counselling (difference in SMD=-
0.11).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 insignificant differences in
efficacy is (again) highly questionable. For CBT “good
evidence” of efficacy was concluded by NICE, for STPP the

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 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
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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 1to 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
comparisons It is furthermore not clear to us 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 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

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
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; 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-Lépez 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,
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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 rank treatments are highly biased
(Cuijpers et al., 2016).

National Instifute for
Health and Care Excellence

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):1003262; 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.

Consideration of cost-effectiveness is an
essential element of NICE guidelines. The
guideline economic analysis assessed
concurrently the relative cost-effectiveness
of all effective treatments with an adequate
evidence base, both 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
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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 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
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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.

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:

¢ the impact of small study bias (see bias-
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adjusted models) (pre-specified sensitivity
analysis)

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

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

¢ 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)

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

¢ the impact of restricting analyses to
studies classified as “low risk of bias” for
attrition (additional analysis performed
post-consultation).

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.
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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
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
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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 were
not the only criterion when assessing the
evidence and making recommendations.

The committee agreed that there is 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 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
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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 this area 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 guideline
economic analysis results, which were also
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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. 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
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context (relating to problem solving, as well
as tp acupuncture and 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.
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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 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 an
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 within
the analysis.
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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 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
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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 pharmacological trials, as
well as several other post-hoc sensitivity
analyses that were run (see above). Finally,
indirectness was considered by qualitatively
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
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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 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”
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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 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
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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, 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
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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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Economic analysis/modelling

Overall, the experts who, on behalf of our stakeholder
organisation, reviewed the two cost analyses of first episode
depression reported these two ambitious analyses were well
conducted and that what was done is transparent. They
pointed out however that the resulting findings are heavily
influenced by the NMA and that the developers have duly
reported that the economic analysis results need to be viewed
in light of these limitations (in particular some evidence of
inconsistency). The authors of the economic analysis also
themselves stated that the results overall were “characterised
by considerable uncertainty, as reflected in the wide 95%
credible intervals around their mean rankings” (evidence
review B. p. 360).0verall comment: Acknowledging the
comments of the authors of economic analysis about how the
findings should be viewed, we (too) would like to point that
the models overall show high levels of uncertainty related to
the relative effectiveness and cost effectiveness of all the
interventions, including a very high degree of uncertainty
about estimates of cost. This is expressed in the relatively
modest or limited difference in overall quality of life gains,
cost per QALY gains, and net monetary benefits between most
interventions, and wide 95% credible intervals (Cls)around
their mean rankings. For example, group CBT was identified as
having the highest net monetary benefit for less severe
depression. However, the Cls imply that the net monetary
benefit could be anywhere between the 1st most cost
effective and the 12th most cost-effective. As such, as
expressed above, we do not think the economic cost analysis

National Instifute for
Health and Care Excellence

Thank you for your comment and for your
positive feedback on the guideline
economic modelling. It is true that the
economic models of treatments for a new
episode of depression were informed by the
guideline NMAs on discontinuation,
response in completers and remission in
completers, and that any limitations and
uncertainties of the NMAs are reflected in
the methods and results of the economic
models. Results were characterised by
uncertainty, nevertheless, they did allow
conclusions on cost-effectiveness to be
made. For example, in less severe
depression, group CBT did indeed show
wide 95%Crl around its mean ranking,
however it is noted that these were very
skewed and that in most iterations group
CBT ranked in a high place 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 an 85% probability of being more cost-
effective than group BA (data not shown in
the report). Similarly, it was shown to have
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that was conducted warrants the suggested rankings of
treatment recommendation. Given the lack of strong evidence
of differences in the economic benefits of the different
treatments we would strongly suggest that the hierarchy of
treatment choices needs to be changed to provide a menu
(non-ranked) of treatment choices. Some specific
comments:(a) Overall, we feel that the models are very
ambitious and, as with the NMA to assess clinical evidence,
we are concerned that this developed model has not been
tested before and consequently that its validity and reliability
has not been made public for peer-reviewed scrutiny. This
thus begs the question as to whether such an utmost
important review of the evidence which is used to inform
national treatment guidelines should utilise novel, and as such
untested, models. The identified uncertainty in the results is a
further and significant concern, which to our mind weakens
the reliability of the treatment recommendations. (b) The
analysis looks at a 2-year follow-up phase. It is unclear why
only two years have been chosen; the economic evaluation
for PTSD, for example, chose a 3-year time horizon (see
National Institute for Health and Care Excellence. Post-
traumatic stress disorder. NICE; 2018.
https://www.nice.org.uk/guidance/ng116). We are,
furthermore, concerned that the data utilised to model these
effects are based on the 6-months follow-up data derived
from the NMA. As emphasised above the lack of available
long-term follow-up data is crucial here, and the assumption
that the effects at 6-months follow-up are sustained is highly
questionable. Although the short-term follow up of the

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%. 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 within
the analysis. Moreover, some interventions
were found to be less cost-effective than GP
care, which was the reference treatment
and was considered as a benchmark.
Overall, uncertainty in relative cost-
effectiveness may be higher for
interventions in close places in ranking, but
is lower between interventions ranked
further apart, e.g. at the top and at the
bottom of the ranking.

After reviewing the clinical and economic
evidence (including uncertainties and
limitations), the committee considered
appropriate to rank recommended
treatments taking into account clinical and
cost-effectiveness as well as other issues
such as the applicability of the evidence
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patient-level studies is a limitation that has not been
acknowledged, this is important given that the impact of
further-line treatment is likely to extend to the longer term,
particularly cost savings.(c) The definition or criteria for
‘more severe depression’ is rather confusing and needs
clarifying. Looking at the evidence review B: appendix j, p.
289ff. it states on the one hand: “multiple recurrent episodes
have not been incorporated” and that a separate model for
relapse prevention has been developed. Yet, further down
when depression is defined it is stated: “People in the
economic analysis were assumed to be experiencing their first
depressive episode if they had less severe depression and
their third depressive episode if they had more severe
depression, to cover a range of presentations of adults with a
new episode of depression in routine clinical practice. The
number of previous episodes determined the study
population’s risk of relapse following remission of the current
episode but had no impact on the effectiveness of
interventions in treating their current episode.” It is not clear
how these decisions about definitions were made or indeed
how they are scientifically justified. (d) A further concern of
ours pertains to the additional scenario work that was carried
out, which highlights that a stronger economic argument for
all psychological interventions can be made when lower pay
bands have been applied. We would urge NICE to consider the
potential impact of this analysis and whether it might support
further marginalisation of the psychological therapies
professions with NHS services by providing an apparent
rationale to reduce staff costs even more (with the

(e.g. for individual problem solving), but
also taking account of patient clinical needs
and preferences.

Interventions are arranged in tables 1 and 2
of the guideline in the suggested order in
which options should be considered, based
on the committee’s interpretation of their
clinical and cost effectiveness and
consideration of implementation factors.
However, this is not a rigid hierarchy, all
treatments included in Tables 1 and 2 can
be used as first-line treatments, and it may
be appropriate to recommend an
intervention from lower down in the table
where this best matches the person’s
preferences and clinical needs. The
committee were aware of the need to
provide a wide range of interventions to
take into account individual needs and allow
patient choice. The committee did not
consider it appropriate to present an
entirely non-ranked menu, as this would not
reflect the evidence base nor serve as a
guide to choose for those who do not have
pre-existing preferences.

Regarding your specific comments:
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consequence that services would nearly entirely need to be

staffed by trainees or newly qualified therapists/psychologists.

Salary costs at band 7 can already be considered rather low
and mean that professionals would struggle to make a living,
which has significant potential workforce implications for a
healthcare sector already struggling with workforce supply
issues.(e) Lastly, we would like to point out that there are a
number of limitations with the QALY metric and its application
that should not be disregarded (Pettit et al., 2016). The
empirical basis for the currently stipulated threshold range of
£20,000 to £30,000 is limited and yet to be properly
ascertained. Like for other newer and promising medical
interventions that are more costly, the method for QALY
calculation may need adjustment in particular for
psychological therapies to realise the financial advantages.

National Instifute for
Health and Care Excellence

(a) The models are built following Markov
modelling principles. These are not novel or
untested techniques. Actually, Markov
modelling techniques are routinely used in
the economic evaluation of healthcare
interventions for over 20 years. The
complexity of the guideline economic
modelling lies in the number of
interventions tested for each level of
depression severity, rather than in the
model’s structure or underlying
assumptions.

(b) The 2-year follow-up phase (following
treatment endpoint) was determined based
on the committee’s advice. The purpose of
selecting a longer time horizon (rather than
a short time horizon that would end right
after treatment for the new episode was
completed) was in order to allow the
longer-term impact of treatment success or
failure as well as of potential treatment
discontinuation on costs and outcomes to
be captured. Moreover, a 2-year follow-up
allowed modelling events such as drug
continuation and tapering and/or provision
of relapse preventive interventions, where
relevant. It is noted that the effects and
course of depression beyond end of
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treatment were based on synthesis of data
from long-term epidemiological studies that
examined the course of depression, studies
on relapse prevention (where this was
relevant to model), as well as a UK cohort
study that reported related resource use
and costs incurred by people with
depression, and not on extrapolation of
short-term data from the RCTs included in
the NMAs. The NMAs informed only the
first 3 months of the models, i.e., from
treatment initiation until treatment effect
was measured (either after completion or
early discontinuation of treatment). Results
regarding relative cost-effectiveness of
interventions are not expected to be
substantially different between 2 and 3
years, given that the immediate effects of
the interventions assessed were applied
onto the first 3 months in the model.
Beyond the initial treatment period, people
in the model were assumed to follow the
same course of depression (same risk of
relapse and future recovery) across all
treatments (but with different proportions
of people in remission/at risk of relapse, as
different proportions of people recovered,
responded or remained depressed at
treatment endpoint in each arm of the
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model, according to each treatment’s
relative effectiveness).

(c) The text you cite around modelling
recurrent episodes and the number of
previous episodes are not related to the
criteria for more severe depression.
Definitions of less and more severe
depression are provided in evidence review
B, under ‘Methods and Process - Summary
of methods - Defining less and more severe
depression’ as well as in Appendix A. These
definitions have been used throughout the
report and across all analyses, including the
economic analysis. The text you cite
regarding multiple recurrent episodes
describes the model structure and refers to
future events, following treatment of a new
episode. The text explains that the model
included a two-year follow-up period, but
(future) multiple recurrent episodes have
not been incorporated in this model (which
assesses ‘acute’ treatment) as they have
been considered in a separate ‘relapse
prevention’ model that was developed to
support the respective review. The text has
now been amended to clarify that the
model has not incorporated multiple
recurrent episodes that may happen in the
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future, following treatment of the new
episode.

Nevertheless, people in the model may
have experienced depressive episodes
before the treatment of their current
episode. As stated, the number of previous
episodes was needed in order to determine
the risk of relapse following
response/remission and had no impact on
the effectiveness of the interventions in
treating the current episode. In the base-
case analysis, people with less severe
depression were assumed to be
experiencing their first depressive episode,
while people with more severe depression
were assumed to be experiencing their third
depressive episode, based on the
committee’s advice. However, in
deterministic sensitivity analysis, the
number of previous episodes was increased
from 0 to 2 in adults with less severe
depression and was varied between 0 and 5
in adults with more severe depression (see
‘Handling uncertainty’ section). As seen in
the results of sensitivity analysis, the impact
of this change on the relative cost-
effectiveness of treatments was negligible.
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(d) The committee agreed that the
sensitivity analysis relating to delivery of
high intensity psychological interventions by
therapists in lower pay bands is not relevant
and it has now been removed from the
economic analysis appendix. This scenario
was only tested in sensitivity analysis and it
played no role in interpretation of the
economic results or when formulating
recommendations.

(e) The analysis was based on NICE
principles and according to the NICE
guidelines manual. The QALY is the
preferred NICE measure for health
interventions, as the benefits from its use
are considered to outweigh its limitations.
In the guideline economic analyses, QALYs
were estimated according to NICE
recommendations (i.e., they were based on
EQ-5D ratings, valued by UK population
using the UK tariff). The NICE cost-
effectiveness threshold was considered and
used in decision-making in a consistent way
with the NICE guidelines manual and other
NICE guidance. Psychological interventions
are not considered to be more or less
innovative than other psychological
interventions included in the economic
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analysis, and therefore there was no need
to apply the NICE upper cost-effectiveness
threshold.
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Miss-classifying of the Tavistock Adult Depression Study
(Fonagy et al., 2015)

We are very concerned that the inaccuracy that we have
pointed out during the consultation of the second draft of this
guideline has not been rectified and still appears in this draft.
We therefore urge you to correct it this time.As stated in
Table 7 and Table 75, the study is classified erroneously as
augmenting any antidepressant with a psychological
intervention versus continuing with the antidepressant only.
As clearly indicated this study investigated the treatment of
long-term psychoanalytic psychotherapy + TAU versus TAU.
The study was designed as a pragmatic trial in order to reflect
common NHS practice treatment guidelines. As such, TAU
consists of a range of short-term treatments as recommended
by NICE (2009), including CBT, counselling, IPT, CMHT, to
which the primary care provider referred the patients to. The
study did not follow an augmentation strategy. The study
used a fundamentally different definition of TRD than
proposed in this guideline that uses an exclusively
pharmacological definition that requires operationalising of
dose and duration monitoring. Furthermore, quality of life and
functioning outcomes that are reported in the published
paper are not included in Table 7 and we ask you to add them.
The study used the GAF and the QlesQ.

National Instifute for
Health and Care Excellence

Thank you for your comment. The
interventions in the Fonagy 2015 study
were classified as long-term psychodynamic
psychotherapy + any antidepressant versus
any antidepressant, as over 80% of
participants were receiving antidepressants
at baseline in both arms. The committee
agreed that where this was the case
categorising as 'any antidepressant' was
more informative than the ill-defined
treatment as usual which can be used to
refer to a vast range of interventions or no
treatment at all. This categorisation rule
was consistently applied across studies that
included a ‘usual care” arm in order to more
accurately reflect the treatment that
participants were actually receiving.

The further-line treatment review includes
studies of both those with no or limited
response and those with treatment
resistance. The decision to use the same
data sets for both questions to inform the
development of recommendations for no or
limited response was based on considerable
similarities and overlaps between the two
populations. The committee were also
aware of problems in defining/categorising
treatment resistant depression, particularly
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with regards to non-pharmacological
interventions, as there does not appear to
be a similarly accepted definition of failure
to 2 adequate courses of psychological
therapy.

Data could not be extracted from the
Fonagy 2015 study for quality of life or
functioning outcomes as numbers were not
reported by arm. Given the size of the
evidence base it was not possible to contact
all authors for missing data.
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We notice that the economic study by Town et al (2020) was
not further considered when formulating recommendations,
and question that decision and would like the committee to
reconsider. The analyses were conducted with a most relevant
"control" consisting of a robust medical and psychological
treatment and not just a wait list control. Cost equivalence to
community treatment is an important result, particularly
when the effectiveness data on depression scores has been
rated as "high quality" (see p. 365f). The study shows that the
intervention is comparable in cost to treatment delivered in
community mental health teams. Hence the probabilistic
analysis revealed cost saving in only 2.5% of iterations. In our
opinion, it is not a limitation that this intensive intervention is
Evidence 99 33 comparable in costs. Furthermore, costs were log-

review D transformed so the PA reported are a conservative estimate
of the value for money associated with ISTDP.Second, when
evaluated at the group averages obtained from the study,
Town et al., (2020) found that ISTDP was associated with
lower cost and improved quality of life versus a community
mental health team, as was reported by the study. We
question the conclusion that ISTDP being associated with a
65% probability of being cost effective is irrelevant,
particularly when you consider the comparison intervention
arm.Though the field has moved to reporting probabilistic
analysis only, the results of Town et al., (2020) none-the-less
provide useful information for decision-makers. Finally, the
guidelines fail to consider the CEA conducted using the
depression measures. This demonstrates a clear finding of

Thank you for your comment. The economic
study by Town et al. has been reconsidered
and the judgment has now been changed to
'potentially serious limitations'. The study
was based on a small study size (N=60), had
highly skewed costs in the control arm (and
this is why the intervention changed from
dominant to having an ICER of
£11,369/QALY once high volume service
users were removed from analysis), and was
conducted in Canada, therefore it is not
directly applicable to the UK context. The
CEA conducted using the depression
measure was also considered, but it is less
applicable to the NICE decision-making
context, where QALY is the preferred
measure of outcome.
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cost effectiveness and value for money in reducing depression
symptoms.
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Should say: ‘relative to continuing with antidepressants and
community treatment ‘Should say: ‘relative to continuing with
antidepressants and community treatment ‘Should say:
‘discontinuation of antidepressant medications ‘Should say
‘continuing with antidepressants and community treatment as
usual ‘This is incorrect: The effect was in fact significant and
spoke to less need for medication after ISTDP

Thank you for your comment. The
interventions in the Fonagy 2015 study
were classified as long-term psychodynamic
psychotherapy + any antidepressant versus
any antidepressant, as over 80% of
participants were receiving antidepressants
at baseline in both arms. The committee
agreed that where this was the case
categorising as 'any antidepressant' was
more informative than the ill-defined
treatment as usual which can be used to
refer to a vast range of interventions or no
treatment at all.

Receipt of antidepressant medication after
initiation of the intervention was not an
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outcome of interest and so evidence for this
was not reviewed.

evidence statement in support of LTPP based on the reported
effect size for the GAF at 24 months follow up; and that this
informs further considerations and recommendations.

42 Tavi k Thank f LA
avistoc The sample size reported here states N=92. If the study . ank you for your commen.t s reported
and 016- . . .+ ... . | inthe Fonagy (2015) paper, in Table 3, the N
. reported here is the Fonagy (2015) RCT, which we think it is, it . .
Portman Evidence 02101 . . for the 42 month timepoint (24 months
SH . 113 should state N=129. The study used an intention-to-treat . L .
NHS review D 6-032- . . . post-intervention) is N=92. The committee
. design. Furthermore, if GRADE rankings are corrected, the . .
Foundation 028 . “ o . have reviewed the GRADE rating and do not
wording of “very low quality” should be changed accordingly. . . .
Trust consider it appropriate to change it.
43 It states no evidence was identified for functioning and quality
of life measures. This is incorrect and needs rectifying. Fonagy
et al (2015) report: Functioning (GAF) at 24 months follow-
Tavistock up’s= 0.69 (Cl: 0.26-1.11). Both GAF (t=3.3, P<0.001) and Thank you for your comment. Data could
o not be extracted from the Fonagy 2015
and QLESQ (t=3.1, P<0.001) at 24 month follow up show significant studv for quality of life or functionin
sH Portman Evidence 114- 002- differences in favour of LTPP. Moderate-strong effect sizes outc:;mesqas nuymbers were not re ogrted b
NHS review D 179 005 can be inferred for QLESQ based on equivalent sample sizes . . . P . y
. s e arm. Given the size of the evidence base it
Foundation for both measures. These promising findings need to be .
. . . . . was not possible to contact all authors for
Trust considered in this review. We request to add a clinical

missing data.
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Inaccurate or unfair quality assessment of the Tavistock Adult
Depression Study (Fonagy et al., 2015)Table 75 reports the
GRADE assessment for the study as “very low”. We, however,
noticed several inaccuracies that will have led to a wrong
assessment, which we urge you to rectify. These include: Risk
if bias: It is rated ‘serious’ on the grounds that there are
“group differences at baseline”. As we had stated in both
previous consultation responses, we consider this an
unreasonable down-rating. As explained the difference were
on education and receiving state benefits and not on any of
the clinical characteristics or with respect to critical and
additional outcomes. As previously pointed out, the study
utilised a minimization protocol of those variables that are
known to affect outcome, including gender, baseline severity
and receiving/not receiving medication. Furthermore, as
clearly stated in the paper, when the chance imbalance in
education was moderated for by the statistical analysis, the
effect remained and was robust. Imprecision: It is rated
‘serious’ for 24 months follow up on grounds that the “Cl
crosses thresholds for both clinically important benefit and no
effect”. This is incorrect. (N.B. this is a SMD not an odds ratio
so the line of no effect is zero). This criterion appears to have
been applied inconsistently between studies. The 95% Cl is
0.26 to 1.1. The SMD is 0.68. We are wondering what the
threshold for clinically important benefit is? If it is 0.5, then
this would need to be stated and justified (in particular for a
group of patients with such complex and severe form of
depression).Other consideration: reporting bias We are
concerned, once again, that a mistake that we had already

National Instifute for
Health and Care Excellence

Thank you for your comment. For the
Fonagy et al. (2015) study, risk of bias was
rated as serious due in part to the
significant difference between groups at
baseline. AlImost regardless of what this
difference is, it suggests that there is a
problem with randomisation as
randomisation is intended to balance out
potentially confounding variables. The non-
blinding of participants and intervention
administrators also presents a risk of bias;
however, the rating reflects the blinding of
outcome assessors (otherwise the rating of
the risk of bias would have been very
serious).

With regards to the imprecision rating
highlighted in your comment. The
thresholds for clinically important SMD
effects are -0.5 and 0.5. The 95% Cl of -1.1
to -0.26 crosses the threshold of no effect
(although it does not cross the line of no
effect), and so it has been downgraded
once. This is consistent with the methods
outlined in Supplement 1.

In response to the additional information
provided regarding the rating of ‘publication
bias’ due to funding from the International
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pointed out in the first and second consultation of this draft
guideline has not been addressed. As pointed out, the study
was not partially funded by the International Psychoanalytic
Association (IPA). The IPA had no input into the design,
conduct, analysis, or interpretation of the findings of the
study. The RCT was funded by the NHS. A qualitative arm was
included into the study in 2009 (6 years after it was launched)
and it was for this purpose that the study received two small
grants from the IPA. Taking the above inaccuracies into
account, the risk criteria for the study will need to be
reviewed and adjusted accordingly. It should then also be
amended in other part of the documents (e.g. p. 113) and
recommendations need to be re-considered in light of this.

National Instifute for
Health and Care Excellence

Psychoanalytic Association. This source of
funding represents a potential interest. The
committee agreed that it is important to
rate equivalently across psychological and
pharmacological trials, and as a
pharmacological trial would be downgraded
for publication bias if it was partially funded
by a pharmaceutical company, then it is also
consistent to do so here.

It is important to note that the GRADE
system ‘quality’ rating is not a value
judgement on the quality of an individual
study but rather an estimate of confidence
that an estimate of the effect is correct and
is unlikely to change with further research.
Given that the evidence for long-term
psychodynamic psychotherapy comes only
from this single study, which has a
moderate-to-small sample size, it is not
possible to assert with a great degree of
confidence that the addition of another
study would not change the effect.
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Exclusion of important bona-fine studies of long-term
psychodynamic psychotherapy for further line treatment We
have noticed that that two important RCTs investigating long-
term treatments have been omitted in the further-line
treatment review. We find this particular concerning, and thus
ask for it to be amended, as they both have provided crucial
evidence of the effectiveness of long-term psychodynamic
psychotherapy, a treatment modality that is currently offered
within NHS services and UK tertiary sector. It is further
concerning as the findings from the Fonagy et al (2015) NHS
study, as pointed out above, that found depression severity
and functioning improved over the long-term, have been
disregarded too. As such, we emphasise the importance to
include the evidence from these three trials, not only to
provide more patient choice, but moreover to provide
psychological treatments that have actually been found to
help in the long-term follow up. All three studies provide
evidence that effects are sustained, even improved, over the
long-term (2-3 year) follow-up. In many cases, depression
manifests as a long-term condition rather than an acute one,
which requires long term management using a variety of
approaches to treatment and management. Individuals with
enduring and complex forms of depression often report a
background of developmental adversity and trauma. As this
draft acknowledges, the problems experienced are multi-
faceted and often severe and hugely debilitating. Research
and clinical practice have shown that many individuals with
chronic or complex forms of depression have tried the
available and recommended first or second-line short-term

National Instifute for
Health and Care Excellence

Thank you for your comment. The further-
line treatment recommendation that cross-
refers to psychological treatment options
for more severe depression is for people
whose depression has had no or a limited
response to treatment with antidepressant
medication alone. There was no evidence
that specifically examined switching to a
psychological intervention for those who
have not responded to initial antidepressant
treatment, however, the committee drew
on the evidence for first-line treatments in
more severe depression. The committee
agreed that the psychological interventions
that had been identified as effective and
cost-effective for first-line treatment of
more severe depression could be used for
people who had not responded to
antidepressants and wished to try a
psychological therapy instead.

Leuzinger-Bohleber et al 2019 was
considered for the chronic depression
review and was excluded. This study also
did not meet eligibility criteria for the
further-line treatment review as the
inclusion criteria of the study was not
limited to those receiving further-line
treatment, participants were not
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treatments without success (e.g., Leichsenring & Rabung
2011; Maj et al. 2020). Moreover, systematic reviews have
repeatedly shown that in complex mental disorders, longer-
term psychotherapy has been found to be superior to short-
term psychotherapy (Leichsenring & Rabung, 2011,
Leichsenring et al., 2013).Recommendation for psychological
interventions for furtherline treatment (and chronic
depression) defaults to the recommendations of the ‘more
severe’ first episode list for no clear reasons. Considering the
evidence at hand might will, however, provide different
options of treatments are already available within our NHS.
These omitted studies that need to be included under the
further-line treatment review are:1.The Leuzinger-Bohleber et
al 2019, which investigated long-term psychodynamic therapy
and long-term CBT and found both to be effective. It was
considered under the chronic depression review and excluded
because >20% were not first-line treatment. However, we
cannot see a valid reason for excluding it under further-line
treatment as either chronic or treatment-resistant as the
study population fulfil criteria for both.2. Knekt et al
2008/2013/2016), which investigated the effectiveness of
long-term psychodynamic. It was for inexplicable reasons
considered under first-line treatment only, excluded due to
the population <80% first-line treatment. Again, it should have
been included under further-line treatment as the study
population fulfils the criteria.

randomised at the point of non-response,
and it could not be regarded as an
augmentation study following limited or no
response to antidepressants as only 36% of
participants were taking antidepressants at
baseline. This study has now been added to
the excluded studies list in supplement D.

Knekt et al 2008/2013/2016 was considered
under first-line treatment as detailed in
your comment and did not meet criteria. It
also did not meet criteria for the further-
line treatment review as the inclusion
criteria of the study was not limited to those
receiving further-line treatment (in fact
those receiving psychotherapy within the
previous 2 years were excluded),
participants were not randomised at the
point of non-response, and it could not be
regarded as an augmentation study
following limited or no response to
antidepressants as only 22% of participants
were receiving psychotropic medication at
baseline. This study has now been added to
the excluded studies list in supplement D.

There was only single-study evidence
(Fonagy et al. 2015) for augmenting
antidepressant treatment with long-term
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psychodynamic psychotherapy, and the
committee considered the evidence too
limited to make a recommendation for long-
term psychodynamic psychotherapy
specifically. However, a treatment option in
the recommendation for people whose
depression has had no or a limited response
to treatment with antidepressant
medication alone, includes changing to a
combination of psychological therapy and
medication, which could include long-term
psychodynamic psychotherapy although it is
not listed as an example due to the limited
evidence.
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We notice that economic studies for those populations with
chronic depression have been excluded in the other three
reviews within this draft guideline. However, treatment
recommendations for this group are based on the economic
evidence from populations with ‘new depression episodes’,
which is highly concerning. As stressed above, it is wrong to
assume that these study populations are similar. Even if these
study populations were similar, other aspects of difference
may play an important role, including (a) that health care
pathways differ, (b) the model chosen for new episodes may
not be appropriate in terms of number of remission states, (c)
the two-year time horizon considered is not sufficiently long
to capture relative differences in cost and effects between
interventions for chronic pression.

National Instifute for
Health and Care Excellence

Thank you for your comment. As with all
other review questions, systematic reviews
of economic evaluations for interventions
for further line treatment of depression,
chronic depression and depression with a
co-existing personality disorder were also
conducted. The systematic review of
economic evaluations of interventions for
further-line treatment included 17 studies
that met inclusion criteria. These studies
were considered alongside respective
clinical evidence when formulating
recommendations. No economic studies on
chronic depression and depression with a
co-existing personality disorder were
identified. Regarding primary economic
modelling, this was not possible to conduct
across all areas due to the model complexity
required and time restrictions. Thus, in
accordance with NICE guideline methods,
an economic plan was prepared in
collaboration with the committee, which
prioritised review questions for primary
economic analysis, using as criteria the
expected resource implications as well as
the quality and the relevance of available
clinical and economic evidence. Using these
criteria, the area of treatments for a new
episode of depression as well as the area of
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relapse prevention were identified as high
priorities for de-novo economic modelling
(as they were considered to have major
resource implications and clinical and
economic data were of adequate quality to
allow robust modelling to be conducted).
The area of chronic depression was not
prioritised for de-novo economic modelling;
however, the committee did consider it as
an important area with potential resource
implications. It is noted, though, that this
area is expected to require complex
economic modelling, that may not be
possible to capture all relevant sub-groups,
as this area includes a heterogeneous
population that may follow very diverse
treatment sequences and pathways. When
formulating recommendations, the
committee considered the existing clinical
evidence on treatments for chronic
depression. As there was no economic
evidence in this area, the committee looked
at the economic evidence on treatments for
a new episode of depression only to check
and confirm whether it supports
recommendations for chronic depression
(made based on the available clinical
evidence). They noted that CBT,
antidepressants and their combination were
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cost-effective in treating a new episode of
depression. This observation gave them
more confidence that antidepressants and
CBT that has a focus on chronic depressive
symptoms and associated maintaining
processes are likely to be cost-effective in
treating chronic depression.
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Service user voice and choiceEmphasizing and integrating
patient choice is an important part of NHS reform (DH, 2009).
Coulter (2010) argues that the introduction of choice in to the
healthcare market, particularly within the NHS, is a vital part
of improving service user ratings of public health care
services. In the King’s Fund review of patient centred care,
one of the five main themes to improve the post-reform NHS
is engaging patients in decisions about their care. As an NHS
Trust, we are as such very pleased about the overall tone
within this guideline that stresses patient choice, shared
decision making, and greater emphasis on individualised care
and treatment plans. The qualitative evidence reviews | on
patient choice has provided important and interesting insights
that we notice have been integrated to guide the whole draft
guideline. We applaud the committee for this great peace of
work and its application. We are, however, disappointed that
this review did not include research about service user
experience of treatments, which, as previously advised, would
provide direct first-person data to support the
recommendations derived from the clinical and economic
analysis. We believe that the results of that analysis would
have provided the committee with the most relevant,
evidence-based, arguments to support the task of offering
interventions in a specific order where individuals have not
expressed a preference over a particular one. As previously
pointed out, there are numerous studies to that effect that
could be synthesised. We therefore suggest for this review
guestion to be refined in order to be more inclusive of studies
of service-user experience of treatments.

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
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.
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The review evidence on service user experience We argued
that creating sound policy requires that we draw on a diverse
range of evidence, which includes qualitative research and
service-user feedback. We were particularly concerned that
the previous draft did not update the service-user experience
section, thereby ignoring huge amounts of published studies
providing the insights and knowledge of service-users. As
such, we asked for a full systematic review of primary studies
of service user experience of treatments, employing formal
gualitative methodology to synthesise the findings and to
incorporate these into the treatment recommendations. The
guideline committee decided, however, instead to focus on a
systematic review of ‘patient choice’. We have questioned
that decision and advised that despite its merits, it would not
provide the appropriate evidence needed to inform treatment
recommendation. Whilst the qualitative review carried out
has highlighted the need for greater choice, which was indeed
incorporated into the overall tenet of this draft guideline, it
has not yielded an insight into the views and experience of the
specific (pharmacological, psychological, psychosocial and
physical) treatments. We have previously pointed to the
numerous existing studies that would not only strengthen this
treatment guideline by ensuring that the views and
experiences of those who use the treatments recommended
are properly taken account of, but would also adhere to what
we believe to be the sine qua non of a publicly funded body
tasked with devising clinical guidelines. We therefore
recommend that this particular review is refined to focus
more clearly on experiences of treatments.

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
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.
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Patient choice versus patient experience of treatmentA
systematic review of qualitative studies informing questions
around treatment choice is a welcome amendment. It has
indeed provided important insight into service users’
experience of ‘patient choice’ or the lack of it, and as such
enriched the guideline in a meaningful way. However, as we
have stressed before, this research question has not
investigated the pivotal aspect of patient/service user
experience of the psychological and medical treatments
reviewed in this guideline. There is an important distinction to
be made between making general decisions on which
psychotherapeutic interventions are the most effective, and
making contextually-sensitive decisions on which
interventions will be effective (appropriate) for which
patients/service users. We do not believe the present version,
nor the suggested changes for the third revision of the
guideline, adequately address these latter considerations, and
thus will not provide sufficient guidance for clinicians about
making contextually sensitive referrals. As such, we continue
to stress our concern that the available evidence base is not
being fully utilised. As emphasised previously, a full systematic
review of primary studies examining experience of treatment
is required, employing formal methodology for synthesis of
study results, and incorporating these findings into a broader
approach for the review. One of the reasons, why we stressed
the importance to focus this evidence review on ‘patient
experience’ of treatment rather than limiting it to ‘patient
choice’ in this guideline, was for a synthesis of these available
studies in order to strengthened this guideline in terms of a

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
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.

[Insert footer here]

120 of 750




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

focus on individualised care without discrimination. We would
furthermore argue that that kind of evidence would provide
much more valid reasons to support the tasks of offering
interventions in a specific order to support joint decision-
making where individuals have not expressed a preference
over a particular one. We therefore suggest for this evidence
review to be amended or refined in order to include relevant
service-user experience of psychological, pharmacological and
physical/psycho-social interventions.
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Data on service user experience We argued that creating
sound policy requires that we draw on a diverse range of
evidence, which includes qualitative research and service-user
feedback. We were particularly concerned that the previous
draft did not update the service-user experience section,
thereby ignoring huge amounts of published studies providing
the insights and knowledge of service-users. As such, we
asked for a full systematic review of primary studies of service
user experience of treatments, employing formal qualitative
methodology to synthesise the findings and to incorporate
these into the treatment recommendations. The guideline
committee decided, however, instead to focus on a systematic
review of ‘patient choice’. We have questioned that decision
and advised that despite its merits, it would not provide the
appropriate evidence needed to inform treatment
recommendation. Whilst the qualitative review carried out
has highlighted the need for greater choice, which was indeed
incorporated into the overall tenet of this draft guideline, it
has not yielded an insight into the views and experience of the
specific (pharmacological, psychological, psychosocial and
physical) treatments. We therefore have concerns about
whether the guideline is as closely reflective of service user
experience as it could be: The qualitative evidence used to
draw conclusions about the nature of patients’ choices overly
focused on the experience of practitioners (15 of the included
studies interview practitioners exclusively), of which eight
were conducted outside of the UK. Given that many of the
themes relating to professional perspectives are directly
related to referral pathways and availability of treatment,

National Instifute for
Health and Care Excellence

Thank you for your comment. 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 and
practitioner experience around choice of
treatment. As outlined in the protocol, the
committee agreed that it was important to
include both service user and practitioner
perspectives given the roles that both play
in shared decision-making.

The committee considered applicability of
the studies to the UK service setting when
interpreting the evidence. For example, as
outlined in the other factors that the
committee took into account section of
Evidence review |, the committee discussed
the relevance of studies which had been
conducted in the US, as Primary Care
Physicians do not undertake the same
training as GPs and may have limited
knowledge on depression.

When making recommendations, the
committee interpreted the evidence in light
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their relevance to a UK context is questionable. On page 67
from line 7 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
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; Iwakabe and Gazzola, 2009; Levitt, 2018). The
subsequent results could be distilled into 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

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. The committee
considered that the contextual features that
you describe as requiring qualitative
evidence to address, are taken into account
by this interpretation of the clinical context
by the committee.

The predominance of antidepressants and
primary care experiences in Evidence review
I is driven by the eligible studies available.
Only findings relevant to choose of
treatment were extracted and included in
this review. Thus, although studies may
have included experiences of treatments,
for instance, antidepressants, only
retrospective experiences of how these
treatments were offered, initially discussed,
and initial preconceptions and preferences
were relevant to this review.

The McPherson et al. (2020) review was
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psychological therapies as treatments. While it is
acknowledged that this part of the evidence review was
focused on patient choice, a significant aspect of
understanding service user preferences is their experience of
receiving a treatment. Indeed, many of the included studies
relating to antidepressant medication are focused on the
experience of receiving this specific treatment rather its
relation to any other in terms of choice. Given that such
articles have been included, and the importance of
understanding service user experiences in understanding
treatment acceptability, it seems logical that broader search
terms should have been used to include such data in relation
to a broader range of treatments. By including mandatory
search terms specifically relating to ‘choice’ (Appendix B, p71,
line 10) many very relevant papers have not been included.
For example: McPherson et al (2020) Patient experiences of
psychological therapy for depression: a qualitative
metasynthesis. This study includes qualitative data from over
600 patients, all with an active diagnosis of depression, and
provides important insights into their experiences of receiving
different talking therapies. Additionally, a service user driven
consultation, specifically relating to choice of treatment for
those with a diagnosis of depression in the UK can be found
within the grey literature. Faulkner (2020) Informing a
Decision Guide for Psychological Treatments for

Depression. Finazzi & Macbeth (2021) Service users
experience of psychological interventions in primary care
settings: A qualitative meta-synthesis — also provide an up-
to-date qualitative synthesis of the experience of patients

identified by the updated search and was
checked for any relevant primary studies.
Meta-synthesis results were not
appropriate to extract due to differences in
the review questions. This study is listed in
the excluded studies in Supplement I.

Faulkner (2020) was not identified by the
searches or considered by the committee as
it does not meet eligibility criteria, as grey
literature was not considered.

Finazzi & Macbeth (2021) does not meet
eligibility criteria for this review as the focus
is on service users experience of
psychological treatments, which relates to
the experience of care section of the 2009
guideline that (as specified in the scope)
was not included in this update.

In addition to the results of the network
meta-analysis (NMA), the committee took
other pragmatic factors into consideration
when making recommendations about
treatment of a new episode of depression,
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
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receiving therapy through IAPT services. While it is not
exclusively focused on those with a depression diagnosis, the
data are largely from this population. Once again, these
authors conclude the importance of involving patients in
choice in terms of more positive outcomes. Of the included
studies focusing on patients, the majority pertain to the
experiences of individuals taking antidepressant medications,
as opposed to experiences in relation to different types of
talking therapies. Eight qualitative investigations of patient
experience focus exclusively on medication, with an additional
study exploring experiences of antidepressant medication in
comparison to CBT. Only two studies specifically assessed
patient experience of non-pharmaceutical therapies: one of
group therapy and one for guided self-help. This disparity
appears at odds with the guideline itself which is largely
focused on non-pharmaceutical therapies. No data have been
included regarding patient experiences, or knowledge of, non-
CBT focused talking therapies. Furthermore, there is a paucity
of qualitative data pertaining to the experience of those
receiving group or self-directed treatments. This appears at
odds with the guideline itself, which is largely focused on
talking therapies as first line treatment. While metanalyses
have shown that improvements are seen for those who
complete psychological therapies through IAPT, 60% of those
who are referred never attend or do not complete more than
one session (Moller et al 2019). Therefore, the majority of
those who receive a treatment referral are being severely
underserved and understanding of the reasons behind this
high dropout rate is critical to improving patient care for those

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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experiencing depression in the UK. Given that such an
understanding could most easily and meaningfully be derived
from qualitative research, it seems important that such data
should be included in the guidance where possible;
particularly as it is likely to have implications for the patient
experience and / /or acceptability of particular psychological
treatments as recommended by NICE. As referenced
throughout the guidance, patient choice is an important
aspect of cost effectiveness. Given that high dropout rates are
by no means cost effective nor efficacious in the patient’s
treatment, using qualitative data to better understand this
seems crucial to these recommendations (see Windle et al,
2019 for a systematic review and meta-analysis re patient
preferences and treatment adherence for depression). Given
the lack of significant differences in efficacy between the
treatments recommended in this guideline, much of the
emphasis has fallen to health economic cost-effectiveness of
different therapies. Nevertheless, when considering that only
around 40% of referrals complete IAPT therapy (NHS digital
2021; Moller et al 2019) it seems sensible to weight the focus
more in terms of individual patient preferences to ensure
service users are receiving efficacious therapies that are
acceptable to them. Dropout rates should also be considered
in any analyses of cost effectiveness as: a) failed therapy and
the cost of relapse is not cost effective and b) there is a
significant body of research to show that when patients feel
educated about, and involved with, their treatment options,
adherence is higher (Windle et al 2019) The search criteria
utilised for the evidence review did not employ stringent

National Instifute for
Health and Care Excellence
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criteria for those with a diagnosis, or active experience, of
depression; nor were any studies included relating to
additional diagnoses for which this guideline provides
recommendations (e.g. borderline personality disorder).
Despite these specific recommendations, there has been no
exploration of patient experience or choice for those with
dual diagnoses. Such data would be an important addition to
the guidance as available evidence suggests that those with
personality issues for example are likely to experience IAPT
services in a different way to others. However, the specific
needs of these individuals are not covered within the patient
choice section, despite data being able to suggest that they
may experience treatment in a different way and therefore
have different preferences (Lamph et al,2020; Goddard,
Wingrove & Moran, 2015). What is consistently highlighted
across the qualitative data referenced by this guideline, as
well as additional sources referenced in this response, is the
importance of considering individual preferences and needs.
While the guideline discusses patient choice throughout, and
reinforces that GPs should work to establish this prior to
referring, this is importantly not considered in the hierarchies
of recommended treatments provided in the guideline. Given
the differences in individual preferences for treatment,
greater clarity should be provided to clinicians in terms of the
differences between treatments so they are able to explain
the options to provide patients with a choice. This should be
more heavily emphasised within each section.

National Instifute for
Health and Care Excellence
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We therefore recommend that this particular review is refined
to focus more clearly on experiences of treatments.

Thank you for your comment. 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.
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The categorisation of depressionWe noted during both
previous consultations that the draft guideline is out of step
with US and European guideline methodologies, leading to
erroneous and unhelpful classification of research studies
which do not match clinical or service user experiences. In
particular we expressed our concerns to (a) the
dichotomisation of depression into ‘less severe’ and ‘more
severe’ in the evidence review of treatment of a new episode
of depression, and (b) the separation of the more complex
forms of depression into distinct groups. We remain very
concerned that these two key methodological issues have not
been changed as advised. Given that the treatment
recommendations are based on these unvalidated distinctions
of depression, their generalisability and applicability to clinical
practice is highly questionable/disputable. We therefore urge
for these categorisations to be reconsidered. We stress again
that any treatment recommendations based on
methodological choices that have not been validated will need
to be viewed with caution. The distinction between less
severe and more severe depressionWe uphold that there is
neither methodological/statistical nor clinical validity of the
categorisation of first episode depression into ‘less severe’
and ‘more severe’. Most researchers and clinicians have a
common understanding that depression severity levels fall
into three broad categories of mild, moderate and severe
(e.g., Wahl et al., 2014). Indeed, in the guideline itself these
are referred to as the “traditional subcategories” (e.g.,
evidence review B, p.10, .26). Having asked for it on
numerous occasions, we are still short of a plausible

National Instifute 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
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explanation as to why the committee decided to diverge from
traditional categorisations found in the majority of literature
and, in so doing, adopt an unvalidated and unreliable
methodology. We are particularly disappointed as in the last
response that we received it stated: “these have been
updated and are now based on published work”. This,
however, is inaccurate. None of the studies cited (Carmody,
2006; Rush, 2003; Uher, 2008; Wahl, 2014) provide evidence
of a dichotomisation of depression severity. Moreover, Wahl
et al (2014) clearly advocates the three traditional severity
levels and provides clear threshold values for mild, moderate
and severe depression (see their Table 3, p. 81). We further
are concerned about the stringent inclusion/exclusion criteria
for the two treatment reviews for new depression episodes.
Many bona fide RCTs were excluded as their study
populations reported > 20% of patients with chronic
depression (> 2 years), > 20% of patients with a personality
disorder, and > 20% receiving additional treatment (e.g.,
antidepressants or psychiatric care). Research has shown that
45% of patients diagnosed with depression are also suffering
from a comorbid personality disorder (Friborg et al., 2014). In
addition, usage of antidepressants is highly prevalent, with
17% of the adult population in the UK (7.3 million people)
taking antidepressants between 2017-2018
(https://www.gov.uk/government/publications/prescribed-
medicines-review-report/prescribed-medicines-review-
summary). Not only is it rather uncommon for meta-analyses
of psychotherapy trials for depression to exclude studies with
more than 20% use of antidepressants (e.g., Cuijpers et al.,

presentations of depression are managed in
primary care). The committee did not
consider it problematic that the
categorisations of depression used in this
guideline were not in line with US and
European guideline methodologies as there
was no reason to believe that the different
guidelines would be used in conjunction
(thereby creating confusion), and the
committee prioritised alignment with
clinical practice in the UK.

As highlighted in your comment, for the
first-line treatment review, studies were not
included if more than 20% of participants
were already receiving treatment for
depression. While in the further-line
treatment review, studies were required to
have at least 80% of the participants
showing no or limited response to previous
treatment for the current episode of
depression.

The guideline review questions focus on
specific populations — first-line treatment,
further-line treatment/TRD, and there is not
a question that specifically looks at a
heterogeneous population where 21-79%
are already on antidepressants and then
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20214, Cuijpers et al., 2020), exclusion of these and other
criteria limits the representativeness and generalisability of
the results. The distinction between more complex forms of
depressionWe uphold that there is no evidence that warrants
the distinctions between chronic depression, treatment-
resistant depression, depression with personality disorder and
psychotic depression. By doing so, this draft guideline
provides erroneous and unhelpful classification of research
studies with the consequence that treatment
recommendations may also be erroneous. We notice that the
review question for further-line treatment has been changed
and now includes studies of psychotic depression, depression
with personality disorders, chronic depression, and so-called
treatment-resistant depression. However, in light of having
kept the other reviews, we feel it has not really addressed the
issue and may in fact lead to further confounding outcomes.
In addition to being out of step with European and US
guidelines, we are in particular concerned that it will be out of
step with the clinical understanding of the groupings in the
UK, especially with respect to chronic depression, and will
thus lead to confusion instead of providing helpful guidance.
Most individuals suffering from chronic depression (as defined
here as lasting for at least two years) would have sought
previous help; in particular when experiencing functional
impairment and suicidality, as well as high rates of
hospitalisation. It therefore seems contradictory and
unhelpful to create such a sub-group of depressed patients.
The configuration of the guideline could also lead to confusion
among clinicians seeking treatment recommendations for

have a psychological therapy added.
Although the committee were aware that
this may reflect standard care settings, the
aim of the first-line treatment review
question (RQ 2.1-2.2) is to estimate the
effect size for psychological treatments, for
antidepressants, and for combined
psychological and antidepressant treatment
and if the psychological studies include a
significant proportion of participants who
are actually receiving combined treatment
this has the potential to give a misleading
estimate of the effect of psychological
treatments, and this is particularly
problematic where these might be
recommended as monotherapy.

The committee discussed this at length and
although it was appreciated that it was
unfortunate that studies would be excluded
on this basis, it was agreed that the line had
to be drawn somewhere based on the
rationale above. The evidence from the
further-line treatment/TRD depression
review is applicable to the population who
are already on antidepressants, and the
first-line review is applicable to those who
are not, or who receive combination
antidepressants and psychological therapies
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chronic depression irrespective of whether an individual has
sought previous help. As previously highlighted, the terms
treatment-resistant and chronic depression are often used
interchangeably and study populations often meet criteria for
both (Abbass, 2006; Town & Abbass, 2017; Fonagy et al.,
2015). This is also true for depression with a comorbid
personality disorder (Abbass & Town, 2011; Friborg et al.,
2014; Skodol et al., 2011).Taken together, we continue to be
concerned that the categorisation and applied exclusion
criteria for studies will have provided artefacts and led to
treatment recommendations that cannot be easily applied to
clinical practice. We therefore continue to stress the
importance to address these concerns by (a) adopting the
traditional classifications for the review of a new episode of
depression, which may indeed include a fourth group of
individuals whose depression is longer-lasting, (b) adjusting
the exclusion criteria as advised above, and (c) combining the
evidence review for all more complex forms of depression.

National Instifute for
Health and Care Excellence

from the outset. Whereas, looking at the
evidence from a very heterogeneous
population would not provide good
evidence for any of these groups. This may
mean that some studies are missing,
because the population doesn’t fit into
either review, but there is evidence for
psychological therapies for people who are
already on antidepressants and those who
aren’t, and for psychological and
pharmacological interventions used in
combination, and this evidence has been
used to inform recommendations. It should
also be noted that there are still a
significant number of psychological
intervention studies, conducted in standard
care settings, included.

Although these studies including mixed
populations may be representative of
standard care, the recommendations are for
the treatment of an individual and not for
the whole of primary care or IAPT, and
therefore it is preferable to have the
cleanest evidence about what the effects of
combination treatment are (if someone is
already on antidepressants) or what the
effects of psychological treatment alone is if
they are not.
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For the further-line treatment review,
studies were sought that included adults
with depression showing an inadequate
response to 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 did not
consider it appropriate to change the term
to ‘persistent depression’ 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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Draft guidelines Page 23-30 Section 1.5.2

Whilst we welcome the committee’s approach of
recommending a variety of psychosocial interventions, and
not prioritising drug treatment in less severe depression, we
suggest that the committee should clearly suggest that
antidepressants are not indicated in this situation, based on
the committee’s own review and other data on adverse
effects that was not taken into consideration which is detailed
below. In brief, antidepressants did not demonstrate
statistically significant differences from treatment as usual
(TAU) in any analysis presented for less severe depression.
The analysis of cost effectiveness was conducted for
antidepressants on the suspect premise that they showed a
difference from TAU despite this difference not being
statistically significant — that is, a treatment that was not
shown to be effective was evaluated for cost-effectiveness.
The study upon which this cost-effectiveness analysis was
based did not show a clinically important difference for
sertraline over placebo, amongst numerous methodological
flaws. The adverse effects of medication in particular were not
adequately evaluated in terms of balance of harms and
benefits (which were assumed to be weighted towards
benefit) and cost effectiveness due to relying on an
unrepresentative single paper. Furthermore a neglect of the
full costs of stopping antidepressants was neglected, in terms
of personal loss of health and healthcare costs, using an
inadequate four weeks of linear tapering as the model. The
committee seems to have been inclined to prioritise existing
clinical practice over the evidence produced by their own

National Instifute for
Health and Care Excellence

Thank you for your comment, and for
providing references by way of context for
the points raised. The response has been
structured around the main themes raised
in your comment.

Effectiveness of antidepressants in less
severe depression

It is true that SSRIs and TCAs did not show
evidence of effect, but the same was found
for the vast majority of psychological
interventions. The committee noted that for
the bias-adjusted NMA for less severe
depression for the outcome of SMD the
point estimate for the majority of
intervention classes showed an
improvement in depression symptoms, but
most had very wide 95% credible intervals
which crossed the line of no effect. It is
noted that the mean SMD of TCAs and SSRls
versus TAU was -0.83 and -0.64,
respectively. These effects were higher than
the mean effects (versus TAU) of individual
behavioural therapy, short-term
psychodynamic psychotherapy, IPT and
counselling, all of which were also
considered in the economic modelling and
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review so that antidepressants, despite not demonstrating
effectiveness in any analysis, were recommended. This
present practice-bias also seems to have informed including
treatments that patients would ‘prefer’ despite this
preference being based not on sound evidence but on
historical medical practice, not the usual basis for making
evidence based recommendations. The inclusion of
antidepressants as an alternative treatment to those who do
not prefer other (evidence-based) treatment is likely to have
ramifications to an outsized degree. As current clinical
practice commonly includes giving antidepressants, the
inclusion of antidepressants as an option is likely to mean that
they are used more often than intended, with the perverse
outcome that a treatment that did no demonstrate efficacy
(or if relying on the short-term PANDA study, marginal efficacy
beneath the considered clinically important) in an irrelevant
time period, with a host of adverse effects, that have not been
adequately accounted for, will end up being used in
preference to other safe and effective treatments. These
points are elaborated further below: Lack of effectiveness for
antidepressants in less severe depression in any analysis
conducted Specifically for effectiveness there was no effect
when looking at SMD of depression scores (Table 3, page 21,
Evidence Summary B), in terms of response (Table 6, page 28,
Evidence Summary B), there was no data on remission (Table
8, page 30, Evidence Summary B), in bias-adjusted analysis of
depression score change (Table 9, page 32, Evidence Summary
B), there was no data on long term follow up for important
outcomes examining antidepressant versus a control (Table

included in the treatment
recommendations. Similarly, for the
outcome of response, very few
interventions (group CBT, group problem
solving and group exercise) showed
evidence of effect versus TAU, as indicated
by their 95%Crl not crossing the line of no
effect.

Given the uncertainty and limitations
around the clinical and cost-effectiveness
data, the committee considered it
important to provide a wide range of
interventions to take into account individual
needs and allow patient choice.

Based on the clinical and cost-effectiveness
evidence, the potential for side effects, and
the knowledge and experience of the
committee, it was agreed that
antidepressants should not be routinely
offered as a first-line treatment for less
severe depression. However, the
recommendation includes the exception
that antidepressants can be offered if that is
the person's preference.

Cost-effectiveness analysis
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12, page 38, Evidence Summary B) or for ‘critical’ outcomes
(Table 13, page 39, Evidence Summary B) and no evidence
looking at pairwise effects (Table 14 and 15, page 40). Overall,
therefore there was no analysis that found that
antidepressants were more effective than TAU for less severe
depression presented. Reliance on a methodologically flawed
single study for evaluation of cost-effectiveness which did not
demonstrate minimum clinically important differences for its
primary outcome The committee evaluated the cost
effectiveness of treatments that did not demonstrate clinical
effectiveness in their own analysis or in the paper from which
the cost effectiveness data was extracted. As above no
analysis for less severe depression demonstrated a statistically
significant or clinically important difference for
antidepressants when compared to TAU. The committee
seems to have used the PANDA study published as Lewis et al
(2019) with economic analysis published as Hollingworth et al
(2020) to derive cost-effectiveness for sertraline. However,
this study suffers from more than the ‘minor limitations’
designated. This study found marginal differences of patients
assigned to sertraline rather than placebo (13% reduction in
PHQ-9 score, 95% Cl 3% to 21%). The change in the primary
outcome of depression score (PHQ-9) was 4.89 points in the
sertraline group and 4.18 in the placebo group. The difference
in change between the two groups was 0.8 points on the 27-
point PHQ-9 scale. The minimum clinically important
difference for PHQ-9 has been calculated as 3.0 (Lynch et al
2021) or 5.0 points (Lowe et al 2021). A change of 0.8 points
does not meet the threshold for a minimally clinical important

Treatments selected for the cost-
effectiveness analysis were those that had
shown a higher effect than TAU and had
been tested on more than 50 participants in
the trials included in the NMA on the SMD
outcome, as well as the NMAs on
discontinuation and response in completers,
which were the outcomes that informed the
economic analysis in less severe depression.
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. With the exception of group
CBT, no other treatment tested on at least
50 people showed evidence of effect versus
TAU on the SMD outcome of the guideline
NMA.
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difference. This corresponds to an effect size of 0.18
(Hengartner et al 2020a), which is below the threshold NICE
designated for minimum effect size of 0.5. Effects on anxiety
were similarly small (effect size <0.25) (Hengartner et al
2020a). This was not evaluated by the committee because
cost-effectiveness data was extracted from this study without
first evaluating whether this was treatment produced a
minimally clinically important difference. It is unclear why a
single study was prioritised over the extensive analysis
performed by NICE. Furthermore, unblinding was an issue in
the PANDA study and may have exaggerated differences in
the two groups due to expectation effects for those assigned
to sertraline — 81% of patients correctly guessed they were
assigned to placebo and 46% correctly guessed they were
assigned to sertraline (Hengartner, 2020a). There was also a
lack of power to detect adverse effects, such as suicidal
behaviour, cardiovascular events or hepatotoxicity which are
recognised for antidepressants, which was therefore not
considered in cost-effectiveness data — and the difficulty and
costs of stopping sertraline was not taken into account in this
calculation (Hengartner, 2020a). Patients were also only
excluded if they had used antidepressants in the previous 8
weeks so some participants may have had antidepressant
withdrawal symptoms at baseline, artificially exaggerating the
beneficial effect of commencing sertraline which would
resolve these symptoms, likely to register on symptom scales
for anxiety and depression. Prioritisation of short symptom
changes over long term quality of life and functioning
outcomes Furthermore, less useful data was prioritised by the

The cost-effectiveness of treatments was
evaluated based on the guideline economic
analysis. The PANDA study was included in
the systematic review of economic evidence
as it met inclusion criteria, but, like other
studies included in the economic review, it
was only marginally considered when
assessing the relative cost-effectiveness
between interventions of interest and when
making recommendations. As it is stated
under The committee’s discussion of the
evidence -> Cost effectiveness and resource
use: “Existing economic evaluations
assessed a limited range of
pharmacological, psychological and physical
interventions in, mostly, pairwise
comparisons, so it was difficult for the
committee to draw any robust conclusions
on the relative cost effectiveness of the full
range of interventions that are available for
the treatment of adults with a new episode
of less severe depression.” Hence, the
committee relied heavily on the results of
the guideline economic analysis, which was
informed by the guideline NMAs, in order to
make recommendations. No cost-
effectiveness data were extracted from the
PANDA study to inform the guideline
economic analysis, nor was the PANDA
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committee — although the committee recognised that long-
term studies and quality of life and functioning were more
important than short term or symptom score reductions,
because there was more information for the latter evaluation
of effectiveness was made on short term symptom scores;
long-term outcomes, including quality of life and functioning
scores (which found large effects for a number of treatments)
were neglected. It does not seem reasonable to prioritise less
relevant data simply because it exists in greater quantities.
This risks extrapolating recommendations for long-term
treatment based on short term studies with outcomes that
may be irrelevant to long-term benefits to patients. We
recommend that if the committee does nothing else that it at
least include in its research recommendations that studies
evaluating treatment for depression should be conducted
over relevant time periods (e.g. 1-2 years or longer) and
evaluating the most relevant outcomes for patients of quality
of life and functional status. Derivation of long-term
treatment recommendations from short term studies Short
term studies of antidepressants are particularly ill suited to
extrapolate to long-term recommendations because long
term studies find much less promising results than short term
studies — for example 3.7% of patients in the STAR-D trial at
one year were free of relapse and did not drop out of the
study (Pigott et al, 2010). Some authors have suggested
poorer long term outcomes may result from tolerance (Kinrys
et al, 2019). Use of unsuitable data for evaluating harms If
despite the lack of demonstrated effectiveness of
antidepressants in less severe depression, the committee still

study used to draw conclusions on the
relative cost-effectiveness of sertraline
versus other treatments, simply because
the PANDA study compared sertraline to
placebo and not to any other active
intervention of interest.

Quality of life and functioning outcomes,
and longer-term follow-up

The committee agree that quality of life and
functioning outcomes, and long-term
follow-up, are important. The committee
noted the limited evidence for quality of life
and functioning outcomes and for longer-
term follow-up which made it difficult to
compare these outcomes across
interventions and inform new
recommendations. These outcomes and
follow-up time points were included for the
research recommendations in the guideline.

Recommendations based on short-term
studies

The guideline does not recommend long-
term antidepressant treatment (except in
the case of those at higher risk of relapse
who have remitted with antidepressant

[Insert footer here]

138 of 750




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

chooses to consider their cost-effectiveness, there remains an
alarming lack of consideration for the full extent of the harms
(and therefore the cost of the harms) of this medication class.
A single study looking at just 5 adverse effects (Anderson et al
2012) was used to estimate adverse effects for
antidepressants to estimate their costs. This study
retrospectively evaluated a commercially available national
database used for making claims for payments. In other
words, this database relied on clinicians to enter side effects
using an ICD-9-CM diagnostic code into the medical records of
patients during antidepressant use to make a claim from a
healthcare provider in the USA. This is a very high threshold to
determine that an adverse effect is having a significant effect
on a person. As the authors of the study says “data from
medical claims are subject to a considerable degree of under-
detection because fewer patients may actually go to a doctor
for these particular symptoms” (p.119, Anderson et al 2012).
The authors go on to say “More general estimates of the
occurrence of side effects associated with SSRIs are higher:
increased agitation in up to 20% of users, nausea in up to 20%,
sedation in up t020%, and sexual dysfunction in up to 20%
(Whooley and Simon, 2000)” The authors further emphasise
the “relatively low sensitivity of medical claims data for
detecting these side effects at their true rates in treatment
settings” (p.122, Anderson et al 2012).Marked under-
estimation is clearly evident when examining the results
derived as in Table 80 on page 316 of Evidence Summary B. An
estimation that 0.07% of people on SSRI, 0.09% of people on
SNRIs and 0.06% of people on mirtazapine will develop more

treatment), and includes a recommendation
(in the preventing relapse section of the
guideline) that the potential risks of
continuing with antidepressants long term,
and how these balance against the risks of
depression relapse, should be discussed
with people with depression.

The committee noted that relapse still
occurs in people continuing to take
antidepressants (referred to as tolerance in
your comment). The committee agreed that
it is not clear if this is a true loss of effect of
the antidepressant, or could be due to other
factors including a loss of the placebo effect
or non-adherence. The relapse prevention
review for this guideline (Evidence review C)
shows good evidence that SSRIs, SNRIs and
TCAs were effective relapse prevention
treatments, compared to pill placebo or no
treatment, with follow-up of up to 2 years.
Although the committee did discuss that
there may be some limitations with the data
for continued antidepressants compared to
pill placebo, as abrupt antidepressant
discontinuation and immediate switch to pill
placebo increases risk of relapse and may
induce withdrawal symptoms that register
as increased depression scores, and so over-
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than one side effect is implausible. For instance, on the SPC
for citalopram,
https://www.medicines.org.uk/emc/product/5737/smpcttgref
the most commonly used antidepressant in England there are
8 adverse effects that are ‘very common’ (occur in more than
10% of patients), including sleep disorder, somnolence,
insomnia, headache, increased sweating and asthenia, 33
adverse effects which are ‘common’ (occur in 1% -10% of
patients), with many more rarer adverse effects. Studies find
rates of treatment-emergent sexual dysfunction of 30-60% in
patients on SSRIs (Gregorian et al 2002). These values do not
seem at all consistent with the reported estimate of 0.07% of
SSRI users will experience a side effect. It has also been found
that adverse effects are more common in longer term users of
antidepressants than in the short term RCTs from which the
SPC data is partially derived (Bet et al. 2013), with further
details of incidence rates from this study in the response to
Evidence Summary B below (which are often more than two
orders of magnitude greater than that derived from Anderson
et al. 2012). Additional costs of withdrawal or not being able
to stop antidepressants not take into account While there is
no cost associated with stopping many of the non-
pharmacological treatments outlined in this guidance, there is
considerable costs to stopping antidepressants as outline in
this guidance, which is not included in the cost-analysis. There
are costs to people’s wellbeing and there are costs to the
health care system. In the first category there are the costs of
time off work, inability to perform social roles such as caring
for children or elderly dependents, and in some people long-

inflate the comparison of relapse rates
achieved with continued antidepressants.

For preventing relapse, the committee
noted that, in both psychological and
pharmacological trials, there appeared to be
diminishing returns in terms of efficacy over
the longer-term. The committee also
discussed the issue of people remaining on
antidepressant medication in the long-term,
potentially with debilitating adverse effects.
For these reasons they recommended
regular follow-up for people continuing with
antidepressant medication with no more
than 6 months between reviews.

The suitability of data for evaluating harms
In order to estimate the rate of side effects
for use in the economic analysis a review of
studies was conducted. This has now been
updated to include further studies reporting
side effects of antidepressants. The
committee reviewed the evidence and
agreed that the rate of side effects used in
the model should reflect side effects that
resulted in a measurable reduction in
health-related quality of life and led to
additional healthcare resource use (e.g.
additional GP visits and possibly medication
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standing inability and suicide (Guy et al, 2020; Hengartner et
al 2020b). Additionally there are the costs to the health care
system — which include increased visits to the doctor, the
requirement to prescribe liquid versions of medication and
increased monitoring throughout the process which can take
months and in some patients years. For example the
prescription of liquid mirtazapine for 2 years to help someone
stop their medication (a common time period) can cost 24*80
= 1920 pounds. Other medications are cheaper than this but
extra costs should be taken into account in the cost-
effectiveness analysis. The overview of this process was given
in Evidence Summary B, page 324 that: “Acute
pharmacological treatment was administered over 12 weeks.
At the end of this period, adults with less severe depression
who achieved remission had their drug gradually discontinued
(tapered); this was modelled as a linear reduction of the drug
acquisition cost (from optimal dose to zero) over the period of
one month (according to routine clinical practice, as advised
by the committee).”This is not an accurate summary of the
process of stopping — the committee’s own recommendation
is that patients stay on antidepressant for several months for
an episode so 12 weeks is an under-estimation of the costs.
Consequently the time required for stopping drugs is also
under-estimated as it might take several months for a patient
to stop a drug tolerable and linear reduction over 4 weeks has
never been demonstrated to be effective for patients on
anything but extremely short term treatment. This section
therefore under-estimates the time and resources required
for stopping these medications. Furthermore, there will also

for their management). The study by
Anderson et al., which was used to inform
the rate of side effects in the guideline
economic analysis, reported prevalence
data on 5 common side effects from a large
USA managed care claims form that
included 36,400 adults who were newly
diagnosed with depression and were
initiated on antidepressant monotherapy.
Antidepressants assessed in the study
included all classes of interest for the
economic model. It is noted that the
prevalence of side effects in the study,
which was used in the guideline economic
analysis, ranged from 4.7% (trazodone) to
9.2% (SNRIs). The figures of 0.07%, 0.09%
etc. cited in the evidence review B as the
prevalence of side effects of
antidepressants were typos and have been
corrected in the report (however, the
economic analysis has used the correct
figures reported in the Anderson et al.
study). The committee reviewed evidence
according to which, although side effects
from antidepressants are often reported by
patients, only a small proportion is
considered ‘bothersome’ or is mentioned to
the prescribing physician. The committee
also expressed the view that studies
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be a group of people for whom coming off their
antidepressant will be too aversive because of the withdrawal
effects and who will then continue to use this medication for
several years or the rest of their lives, leading to unnecessary
medication costs, as conservatively estimated in Davies et al,
2021. A study looking at stopping unnecessary
antidepressants found that 93% of patients were unable to
stop (Eveleigh et al., 2017). The REDUCE study in England is
aiming to help 20% of patients stop unnecessary
antidepressants, meaning that 80% of patients on
unnecessary antidepressants will stay on their medication for
years or perhaps life long. This will lead to considerable
unnecessary costs to the health system and exposure to
adverse effects to patients. The near certainty that a large
proportion of people will continue their medication beyond
what guidelines recommend should be taken into account.
Given the potential for extensive harms from antidepressants
we do not think that the conclusion of the committee on page
60, line 42-44 of Evidence Summary B “However, the
committee agreed that the potential benefits of treating
depression were likely to outweigh the potential harms” is
warranted. As this section of the evaluation is concerned with
mild depression, unlikely to have severe consequences for
sufferers, and for which antidepressants have not been shown
to have a clinically important difference, whilst the adverse
effects of antidepressants, much more extensive than
acknowledged by the committee will be the same for people
with mild or severe conditions, we do not share the
confidence of the committee that benefits will ‘likely’

specifically asking participants to self-report
the presence of side effects, or to choose
from a list of potential side effects, tend to
overestimate the prevalence of side effects
in the study population, particularly as
these studies use uncontrolled study
designs and the causality between the
antidepressant use and the reported side
effects is not established; therefore, using
data from such studies would likely
overestimate the impact of side effects on
the relative cost-effectiveness between
pharmacological and non-pharmacological
treatments, especially as psychological
treatments are assumed to have zero risks
of side effects. In contrast, the committee
expressed the view that claims for side
effects that come up spontaneously, via
healthcare service contacts, such as those
reported in the study used to inform the
guideline economic model, are more
representative of the risk of side effects that
have an impact on health-related quality of
life and healthcare costs. The committee
were also aware that apart from common
side effects, there may be serious side
effects from antidepressants, which are
costly to treat and are likely to reduce the
health-related quality of life of people who

[Insert footer here]

142 of 750




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

outweigh harms, and implore the committee to more
carefully evaluate harms, weighting and costing them
appropriately. Inclinations to support existing clinical practice
over evidenceA bias to cultural inertia, whereby treatments
currently given, would tend to be favoured seems to be
evident in the deliberations of the committee. This seems to
explain why antidepressants which did not demonstrate
efficacy in any analysis for less severe depression were
recommended. It also underpins the notion of the committee
that treatments should be offered because patients ‘prefer’
them, discussed further below. An inclination of the
committee to support currently existing practice seemed to
play an unusually strong role in making decisions about what
to include in the recommendations to the point that the NICE
Technical Support Unit were unable “to identify a clear
decision rule to link the recommendations directly to the NMA
results” (lines 15-16, page 58, Evidence summary B) so that
they were unable to conduct a threshold analysis to account
for uncertainty. This indicates the degree to which the NICE
committee introduced subjective judgements to make
decisions about what to include. The evidence review is
explicit that the judgement relied on the members ‘clinical
experience’ and ‘need for inclusivity’ (line18-19, page 58,
Evidence summary B). Given that NICE is supposed to present
objective data it is concerning that objective data was over-
ruled by a potential over-reliance on particular clinicians’
experiences. It is also unclear how ‘inclusivity’ was utilised as a
criterion in the provision of options for medical treatment
when it seems to have been used primarily to include

experience them more significantly.
However, these side effects do not occur
frequently, and their impact on the relative
cost-effectiveness of antidepressants is
expected to be very low. Discussion of the
above points has now been added in
Evidence review B, in Appendix J (Economic
modelling methods -> Other clinical input
parameters -> Probability of development
of side effects from antidepressant
treatment).

In addition, the economic analysis has now
included a sensitivity analysis that uses a
40% risk of side effects (assumed to cause a
reduction in health-related quality of life
and to trigger extra healthcare resource
use), to explore the impact of a higher rate
of side effects on the relative cost-
effectiveness of antidepressants alone or
combined with CBT. As expected, the
position of these interventions in ranking
fell, but their cost-effectiveness relative to
psychological interventions did not
materially change. Results (reduction in the
relative cost-effectiveness of
antidepressants) were more substantial for
less severe depression, where, however, the
recommendation was to not routinely offer
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antidepressants despite a lack of evidence for their inclusion.
In Lines 24 -34 on page 62 of Evidence B, it says: “The
committee also discussed the role of pharmacological therapy
in the treatment of less severe depression — the clinical results
for depression symptoms had been similar to those seen for
the psychological therapies, and the cost-effectiveness results
had shown that both SSRIs and TCAs were likely to be cost-
effective (they were placed 3rd and 4th in the cost-
effectiveness ranking respectively). In addition, there may be
people who do not wish or are not able to participate in a
psychological or physical therapy, may prefer a
pharmacological treatment, or would like to commence
pharmacological treatment if there is a wait before they can
commence another treatment. Based on these discussions,
the committee recommended SSRIs as an alternative
treatment, as these were generally better tolerated and safer
than TCAs (italics added).”This rationale for recommendations
does not seem reasonable. SSRIs had not shown significant
differences from TAU on depression scales (SMD), response
rate and no remission data was found. For QoL and
functioning there was no data. Yet it was considered by the
committee that there was similarity in effectiveness to other
treatments. Furthermore, the committee decided that people
who would not be motivated to use effective and cost-
effective treatments like CBT or BA should be offered an
alternative. It does not seem possible that a treatment which
is not effective can be a suitable alternative treatment to
treatments which are. Additionally, the idea of patients
preferring a pharmacological treatment as a rationale for

antidepressants unless there was a
preference for this type of therapy. For
more severe depression, changes in the
results were less substantial, and, again,
they were consistent with the
recommendations and the hierarchy for this
population, according to which combined
CBT+antidepressants was placed first,
followed by individual CBT and BA, and then
antidepressants alone.

The impact of withdrawal symptoms has
been taken into account by the committee.
For this reason there are specific
recommendations on how to stop
antidepressant medication, and a key
research recommendation on the incidence
and severity of withdrawal symptoms for
antidepressant medication.

Although the term side effects is used for
the outcome ‘discontinuation due to side
effects’, in terms of data extraction, drop-
outs due to any adverse events were
captured provided they were reported.
Although the committee acknowledge that
this outcome in the context of short-term
RCTs provides limited evidence for the
potential of harms in the longer term, there
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offering this as an alternative is not a convincing reason for
including this recommendation. Any preference that a patient
might have for an antidepressant is based on existing cultural
practice (not to mention the cultural saturation with messages
that antidepressants are effective from multiple sources). To
include antidepressants as an alternative treatment based on
the sentiment of the public seems contrary to the purpose of
NICE’s evidence reviews to provide treatments that are
objectively effective. Whilst many patients may prefer opioids
for pain the committee making recommendations on the
management of primary pain did not recommend opioids just
to satisfy public wishes, but objectively evaluated their
benefits and harms. The same analogy might apply to the wish
for patients to have upper respiratory symptoms treated with
antibiotics. Furthermore, the consideration that people might
want to take an antidepressant while they wait for therapy
does not seem the purview of this committee whose stated
purpose is recommend clinically effective and cost effective
treatments for less severe depression. It does not seem
reasonable to recommend an ineffective treatment simply
because the waitlist for an effective treatment is too long. The
inclusion of antidepressants as an alternative treatment is
likely to have ramifications to an outsized degree. As practice
commonly includes giving antidepressants, the inclusion of
antidepressants as an option is likely to mean it is used more
often than intended, with the perverse outcome that a
treatment that did no demonstrate efficacy (or if relying on
the short-term PANDA study, marginal efficacy beneath the
considered clinically important) in an irrelevant time period,

is a recommendation about starting
antidepressants that recommends
discussing harms and includes as examples
some of the harms you mention (the
recommendation includes weight gain,
sedation, and effects on sexual function, as
examples). The guideline also includes a
specific recommendation for prescribing
antidepressant medication for older people.
The list of potential harms is not exhaustive,
but the committee agreed that, in their
experience, the examples given were the
side-effects that people were concerned
about.

Costs of stopping antidepressants

Costs of time off work and inability to
perform social roles were outside the scope
of the economic analysis, which adopted a
NHS and personal social services
perspective, based on the NICE Guidelines
Manual for interventions funded by the
NHS. Additional visits to healthcare
professionals over the period of tapering
were considered in the analysis. Liquid
preparations are not routinely required
during tapering, and therefore they were
not considered in the economic modelling.
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with a host of adverse effects that have not been adequately
accounted for, will end up being used in preference to other
safe and effective treatments. Bet PM, Hugtenburg JG,
Penninx BWJH, Hoogendijk WIJG. Side effects of
antidepressants during long-term use in a naturalistic setting.
Eur Neuropsychopharmacol. 2013 Nov;23(11):1443-51.Davies
J, Cooper RE, Moncrieff J, Montagu L, Rae T, Parhi M. The
costs incurred by the NHS in England due to the unnecessary
prescribing of dependency-forming medications. Addict
Behav. 2021;107143.Fornaro M, Anastasia A, Novello S, Fusco
A, Pariano R, De Berardis D, et al. The emergence of loss of
efficacy during antidepressant drug treatment for major
depressive disorder: An integrative review of evidence,
mechanisms, and clinical implications. Pharmacol Res. 2019
Jan;139:494-502.Gregorian RS, Golden KA, Bahce A, Goodman
C, Kwong WJ, Khan ZM. Antidepressant-induced sexual
dysfunction. Ann Pharmacother. 2002 Oct;36(10):1577—
89.Guy A, Brown M, Lewis S, Horowitz MA. The “Patient
Voice” - Patients who experience antidepressant withdrawal
symptoms are often dismissed, or mis-diagnosed with relapse,
or onset of a new medical condition. Therapeutic Advances in
Psychopharmacology. 2020 Jan
9;10:204512532096718.Hengartner MP, Ploderl M, Braillon A,
Jakobsen JC, Gluud C. Sertraline in primary care: comments on
the PANDA trial. Lancet Psychiatry. 2020
Jan;7(1):17.Hengartner MP, Schulthess L, Sorensen A, Framer
A. Protracted withdrawal syndrome after stopping
antidepressants: a descriptive quantitative analysis of
consumer narratives from a large internet forum. Therapeutic

The related recommendation has been
amended to say that these be considered
once very small doses have been reached
and slow tapering cannot be achieved using
tablets or capsules. The recommendation
involves a small sub-group of people who
need to take very small doses of liquid
preparations during last stages of tapering,
over a short time period.

The economic analysis has now been
amended, in line with relevant
recommendations: antidepressants are
assumed to be received for at least 1 year
following successful treatment (or 2 years if
relapse prevention with antidepressants is
required), and linear tapering is assumed to
happen over 3 months, based on the
committee’s expert opinion. During
tapering, additional GP visits have been
modelled.

In response to your comment, the
committee discussion of the evidence
section in Evidence review B has been
amended to make more explicit the
committee’s consideration of the potential
for side effects and withdrawal effects and
to clarify how recommendations were made
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Advances in Psychopharmacology. 2020 Jan
1;10:2045125320980573.Kinrys, Gustavo, Alexandra K. Gold,
Vincent D. Pisano, Marlene P. Freeman, George |. Papakostas,
David Mischoulon, Andrew A. Nierenberg, and Maurizio Fava.
2019. “Tachyphylaxis in Major Depressive Disorder: A Review
of the Current State of Research.” Journal of Affective
Disorders 245 (October 2018): 488—-97.Lerner, Alicja, and
Michael Klein. 2019. “Dependence, Withdrawal and Rebound
of CNS Drugs: An Update and Regulatory Considerations for
New Drugs Development.” Brain Communications, no. 2019
(October). https://doi.org/10.1093/braincomms/fcz025.Lowe
B, Uniitzer J, Callahan CM, Perkins AJ, Kroenke K. Monitoring
depression treatment outcomes with the patient health
questionnaire-9. Med Care. 2004 Dec;42(12):1194-201.Lynch
CP, Cha EDK, Jenkins NW, Parrish JM, Mohan S, Jadczak CN, et
al. The Minimum Clinically Important Difference for Patient
Health Questionnaire-9 in Minimally Invasive Transforaminal
Interbody Fusion. Spine. 2021 May 1;46(9):603—9.Pigott HE,
Leventhal AM, Alter GS, Boren JJ. Efficacy and effectiveness of
antidepressants: Current status of research. Psychother
Psychosom. 2010;79(5):267—79.Solomon, David A., Andrew C.
Leon, Timothy I. Mueller, William Coryell, Jedediah J. Teres,
Michael A. Posternak, Lewis L. Judd, Jean Endicott, and Martin
B. Keller. 2005. “Tachyphylaxis in Unipolar Major Depressive
Disorder.” The Journal of Clinical Psychiatry 66 (3): 283—
90.NICE evidence B summaryWe suggest there are seven
major issues with the way that the committee decided on
treatments to include in the treatment of less severe
depressionl)inadequate assessment of harms of use,

based on the committee’s interpretation of
the clinical and cost effectiveness evidence,
the potential for harms, and the need for
patient’s to be able to receive treatment in
line with their preferences and individual
needs.

Interpreting the evidence, and existing
clinical practice

The committee do not agree that they
prioritised current clinical practice over
evidence. Assessment and interpretation of
the evidence to inform guideline
recommendations is at the heart of the
work of the committee. The committee’s
interpretation, judgement, and clinical
experience is particularly important here
given the considerable uncertainty
associated with the evidence.

The clinical results for the effect of
antidepressants on depression symptoms
were similar to those seen for the
psychological therapies, showing an
improvement in depression symptoms but
considerable uncertainty, and the cost-
effectiveness results showed both SSRIs and
TCAs were likely to be cost-effective (they
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including in cost-effectiveness analysis2)use of short time
points to extrapolate to long term treatment3) neglect to
include costs of stopping interventions in cost effectiveness
analysis4) neglect of more important outcomes for less
important outcomes for which there was more data5) neglect
of methodological flaws that exaggerate the effect particularly
of antidepressants in trials6) evaluation of the cost-
effectiveness of treatments that were not effective7)
Inclination by the committee to support existing clinical
practice over evidenceln more detail:Inadequate assessment
of harms in determining balance of risk and harms, including
in cost effectiveness assessmentsThe review question for this
section of the analysis was “ For adults with a new episode of
less severe depression, what are the relative benefits and
harms of psychological, psychosocial, pharmacological and
physical interventions alone or in combination?” (lines 3-5,
page 16, Evidence B)While there was extensive analysis of the
efficacy of treatments according to many possible outcomes
only a single measure of tolerability assessed by drop outs due
to ‘side effects’ (this term is itself misleading because it
artificially prioritises the effect for which drug manufacturers
sought marketing authorisation although some ‘side effects’
may be more common than the intended effect — adverse
effects is a more objective way to refer to these effects).
Discontinuation dues to side effects as an indicator for
tolerability places a very high threshold for adverse effects
occurring in a 8 week trial. For example, antidepressants
cause 30% of people to become overweight in years of use
(Gafoor et al., 2018), a hugely impactful effect not present in

were placed 4th and 7th in the base-case
cost-effectiveness ranking respectively,
although they dropped to 10th and 14th
place, respectively, in sensitivity analysis
that considered a higher risk of side effects).
Given the uncertainty and limitations
around the clinical and cost-effectiveness
data, the committee considered it
important to provide a wide range of
interventions including psychological,
physical and pharmacological options, to
take into account individual needs and allow
patient choice. The committee considered
the fact that there may be people who do
not wish or are not able to participate in a
psychological or physical therapy, or may
prefer a pharmacological treatment. It was
also recognised by the committee that
people who have had prior episodes of
depression may have preferences for their
treatment based on prior experience or
insight into their own depression patterns.
On this basis, antidepressants (specifically
SSRIs as these are generally better tolerated
and safer than TCAs) were included as a
treatment option for people with less
severe depression. However, based on the
evidence that some psychological
interventions may be more effective, and
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an 8 week study, with similar reasoning applicable to sexual
problems, emotionally numbing, etc. These adverse effects
may not cause a person to drop out of a trial, especially one in
which they are paid to participate, but this effect over years or
decades may have significant effects on social relationships,
self-image and confidence, not to mention the physical health
effects outlined below. Consequently the modelling does not
adequately balance long term harms with benefits, given
extraordinary attention to assessing benefits and vanishingly
little assessment of harms. The effects of antidepressants are
marginal or non-existent for this group but their adverse
effects are myriad, as listed below. These adverse (or side)
effects are clearly more significant than for CBT or problem
solving. In lines 39-44 of page 60 in Evidence B summary, the
committee said this:“The potential harms identified were
attrition, with people not completing courses of treatment,
issues with acceptability and the possibility of people
deteriorating despite treatment (as data in clinical trials of all
treatments estimated this could happen in 7-10% of people).
However, the committee agreed that the potential benefits of
treating depression were likely to outweigh the potential
harms.”We do not understand this statement. It is not
consistent with the findings of the efficacy review, which
show no statistically significant effects on depression, and it is
based on an inadequate assessment of adverse effects. It
does not address the damage that medications can produce to
the brain and the body, some of which are listed below. It also
makes a blanket conclusion that “the potential benefits of
treating depression were likely to outweigh the potential

considering safety and tolerability, the
committee agreed that SSRIs should only be
considered for use after taking into account
the other treatment options offered.

Although the committee did not want to
prohibit the use of antidepressants where
these were the patient’s preference, given
the potential for side effects and/or
withdrawal effects and the availability of
psychological and physical treatments that
were similarly effective, the committee
made a strong recommendation that
medication should not be the default
treatment for people with less severe
depression, unless it was the person’s
preference to take antidepressants rather
than engage in a psychological or physical
intervention.

The potential for side effects is included in
Table 1 in the guideline under ‘Other things
to think about’. Furthermore, in response to
your comment, it has been made more
explicit in the committee discussion of the
evidence section of Evidence review B, that
one of the reasons the committee agreed
that antidepressants should not be
routinely offered as a first-line treatment
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harms.” That may be a perfectly reasonable assumption when
it comes to an innocuous treatment like problem solving or
CBT but it is completely unwarranted when discussing
medications potentially used for years that affect the brain
and body in myriad recognised adverse ways, as below. There
is already recognition that half of patients will have trouble
stopping their drugs because of withdrawal effects, and some
may not be able to do so and for others the difficulties of
stopping will be so great that they are disabled by the process
(Guy et al 2020) and for others the consequences include
suicide (Hengartner et al., 2020). Given that this analysis
concerns the treatment of ‘less severe depression’ it does not
appear that the committee has provided a balanced
assessment of harm and benefit, given the effects of mild
depression are not so devastating that they justify any
‘potential harms. This lack of attention to the harms produced
by treatment extends to the cost effective analysis which fails
to take into effect the costs of obesity, sexual dysfunction,
gastrointestinal, endocrine, haematological, etc adverse
effects caused by antidepressants that manifest in increased
medical visits, increased diagnostic investigations and
treatment and a loss of quality of life.Cost effectiveness
analysis including costs of harmsin the cost-effectiveness
analysis, the results from a single study looking at just five
adverse effects in people over the age of 13 (Anderson et al.,
2012), which finds incidence rates of adverse effects far lower
than other studies (and even that the package inserts of drugs
report). This study retrospectively evaluated a commercially
available national database used for making claims for

for less severe depression was based on the
potential for side effects and/or withdrawal
effects.

The reference to inclusivity refers to the
need to support patient choice, and the
emphasis on choice extends beyond
antidepressants to other interventions as
well. For instance, counselling is included in
the treatment options for less severe
depression although it appeared to be less
cost-effective than GP care, based on the
informal consensus of the committee that
there may be some sub-groups of people in
whom supportive empathetic counselling
may help, particularly those with
psychosocial, relationship or employment
problems contributing to their depression,
and that in these groups counselling may be
more cost-effective than in the wider
population of people with depression.

The committee agreed that antidepressants
should not be offered on the basis of
waiting times for psychological
interventions. There is a recommendation
that for people on waiting lists providing
self-help material could be considered in
the interim. In response to your comment,
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payments. In other words, this database relied on clinicians to
enter side effects using an ICD-9-CM diagnostic code into the
medical records of patients during antidepressant use to make
a claim from a healthcare provider in the USA. This is a very
high threshold to determine that an adverse effect is having a
significant effect on a person. As the authors of the study says
“data from medical claims are subject to a considerable
degree of underdetection because fewer patients may
actually go to a doctor for these particular symptoms” (p.119,
Anderson et al 2012). The authors go on to say “More general
estimates of the occurrence of side effects associated with
SSRIs are higher: increased agitation in up to 20% of users,
nausea in up to 20%, sedation in up t020%, and sexual
dysfunction in up to 20% (Whooley and Simon, 2000)” The
authors further emphasise the “relatively low sensitivity of
medial claims data for detecting these side effects at their
true rates in treatment settings” (p.122, Anderson et al 2012).
Furthermore the patients in this study had an average
exposure to antidepressants of 198 days which is likely to be
considerably shorter than many people on antidepressants in
England and so may not be representative, given that about
half of patients on antidepressants in the UK have been on
them for more than 2 years (Johnson et al. 2012). Overall, this
is a wholly inadequate study to use to estimate the risk of
adverse effects in people on antidepressants. Therefore it is
likely to be a very pronounced underestimate to conclude that
SSRIs will cause side effects in 0.07% of people, or 0.09% for
SNRIs or 0.06% for mirtazapine as done in Table 80 on page
316 of Evidence Summary B. In contrast, in a naturalistic study

the reference to waiting lists in terms of
antidepressants has been removed from
Evidence review B.

Methodological flaws in the studies
included in the clinical evidence review

In the absence of published or accepted
minimally important differences (MIDs) for
all depression scales included in the review,
the committee agreed to use the GRADE
default MIDs. For dichotomous outcomes
minimally important thresholds for a RR of
0.8 and 1.25 respectively were used as
default MIDs in the guideline. For
continuous outcomes minimally important
thresholds for a SMD of -0.5 and 0.5
respectively were used as default MIDs in
the guideline. This is outlined in the review
protocols and Supplement 1 (Methods).

The committee prioritised standardised
mean difference (SMD) of depression
symptom change scores at treatment
endpoint as the primary critical outcome, as
they recognised that continuous changes in
scores on depression scales will show
changes for people who have both fully and
partially recovered and this was agreed by
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of several hundred patients on antidepressants the risk of
reporting one or more side effect was 33% for SSRIs, 33% for
TCAs, 37% for venlafaxine and 40% for mirtazapine (Bet et al.
2013). The proportion of patients who reported three or more
side effects were 31% for SSRIs, 39% for TCAs, 36% for
venlafaxine, and 24% for mirtazapine. The conclusion of this
paper was that “side effects are common and persistent.”
These incidences are consistent with what is reported in the
SPCs of antidepressants, for example for citalopram for which
8 symptoms occur in more than 10% of patients and 33 occur
in 1-10% of patients
(https://www.medicines.org.uk/emc/product/5737/smpcHgre
f). The incidence rates in Table 80 are more than two orders of
magnitude lower than these rates and do not appear to be
reasonable estimates. A greater variety of adverse effects
should be evaluated using data representative of adverse
effects in people on long term medication who are explicitly
asked whether they are experiencing specific adverse effects.
A selection of some adverse effects from other
studies:Adverse effectsThe adverse (or side) effects of
antidepressants include numerous physical and psychological
symptoms. Generally, adverse effects reported by surveys of
long-term antidepressant users are greater than those
reported by the manufacturers, which are derived from
studies that are mostly of 6 to 12 weeks in duration.(Bet et al.
2013; Read

the committee to be the best measure of
clinical effectiveness. However,
dichotomous data was also extracted and
analysed to examine consistency of effects,
to use in the economic modelling, and to
maximise the data available through
transforming response data to change from
baseline where continuous data was not
available (see Appendix M of Evidence
report B). Regarding economic modelling,
use of dichotomous outcomes allowed
defining model health states and linking to
appropriate health state utility values and
estimation of QALYs, which is the NICE
preferred outcome measure and allows
judgements on cost-effectiveness within the
NICE decision-making context. Estimation of
QALYs would not be possible had exclusively
continuous outcomes, without any
transformation, been used in modelling.

The committee were aware of the risk of
non-blinding of participants due to adverse
effects, and also considered the blinding of
outcome assessors when making risk of bias
judgements.

The potential for bias introduced by short
placebo run-ins and abrupt discontinuation
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Muscle spasms, twitching | 9 12
Dry mouth 22 49
Profuse sweating 20 20
Sexual dysfunction 23 20
Nausea 10 4

Constipation 8 20
Diarrhoea 7 4

Weight gain 19 22
Dizziness 12 11

Table 1 Proportion of patients in primary and secondary care
taking commonly used antidepressants reporting adverse
effects.

Emotional effects

Some adverse effects are subtle, are not often addressed in
routine studies and may not be recognised by all users. In
surveys of a convenience sample of people who were on
antidepressants for longer (most on for more than three
years) rates of adverse effects were even higher:

e emotional numbness (71%),

o ‘feeling foggy or detached’ (70%),

o feeling not like myself (66%),

N I (: National Institute for
Health and Care Excellence

of prior antidepressant treatment is not
relevant to Evidence review B as the focus is
on first-line treatment of a new episode of
depression. For the relapse prevention
review, the speed of tapering was
considered in the risk of bias assessments,
and in the committee’s interpretation of the
evidence.

Publication bias was considered in the bias
adjusted NMA models. Small sample size
studies are associated with publication bias
as small studies with positive results are
more likely to be published compared with
small studies with negative results, and may
also be associated with lower study quality.
As the NMAs included a significant number
of small studies, sensitivity analyses were
carried out on selected outcomes, which
adjusted for bias associated with small
study size effects. The analyses, which were
based on the assumption that the smaller
the study the greater the bias, attempted to
estimate the “true” treatment effect that
would be obtained in a study of infinite size.

Data from unpublished studies were also
included where they could be extracted
from the previous 2009 NICE Depression
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e drowsiness (63%),
e reduction in positive feelings (60%).(Read and
Williams 2018)

Although this self-selected sample may not be a
representative sample of all antidepressant users, 50% of this
group reported suicidality that they attributed to the
antidepressant.(Read and Williams 2018) One survey found
about 46% of patients reported emotional blunting.(Goodwin
et al. 2017) This emotional numbing is described as “feeling
emotionally detached” and “reduced sympathy and
empathy”.(Price, Cole, and Goodwin 2009). Some authors
suggesting that emotional numbing may be the principal
effect of antidepressants, experienced as helpful by some
people.(Goldsmith and Moncrieff 2011; Goodwin et al. 2017)
Other experts have suggested that use of antidepressants
might undermine a person’s autonomy and resilience,
increasing their dependence on medical help.(Kendrick 2021)

Weight gain

Long-term use of antidepressants may cause a greater degree
of weight gain than established in short-term trials. In one
case-control observational study with almost 2 million patient
years of follow up, in England, with patients taking SSRIs,
SNRIs, and other commonly used antidepressants such as
mirtazapine and tricyclics there was a 30% increased chance
of people of normal weight becoming overweight or obese in
10 years of follow up, compared to people not taking

guideline or from a systematic review
(including the Cipriani 2018 NMA), and a
considerable number of unpublished
antidepressant trials were included in the
NMAs.
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antidepressants.(Gafoor, Booth, and Gulliford 2018) There
was also a 30% increased chance of overweight people taking
antidepressants becoming obese in 10 years compared to
overweight people not taking antidepressants.(Gafoor, Booth,
and Gulliford 2018) It is possible that residual confounding
might contribute to these associations. The effects were most
marked for mirtazapine (50% increased chance of greater than
5% weight gain) and, notably, citalopram had greater effects
than other SSRIs.(Gafoor, Booth, and Gulliford 2018)

Cognitive effects

Meta-analysis has also found that antidepressants produce
cognitive impairment in healthy controls, on tests of
information processing, memory, hand-eye co-ordination,
concentration, as well as higher order functions.(Hindmarch
2009) There was variation between different antidepressants
with SSRIs producing between 1 and 16% impairments (where
proportions referred to the number of test points where
impairment was found), while venlafaxine produced 9%
impairment, mirtazapine produced 35% impairment, and
older tricyclics producing between 19% and 47% impairment
(highest for amitriptyline).(Hindmarch 2009) These studies are
useful in that they exclude confounding by an underlying
disorder by studying the effects of antidepressants in healthy
controls. Small studies find that MMSE scores (a crude
measure of cognition that detects coarse changes in cognitive
ability) decreased over consecutive weeks of follow-up in
people with OCD given antidepressants.(Sayyah et al. 2016)

National Instifute for
Health and Care Excellence
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The long-term consequences of these cognitive impairments
have not been investigated.

Risks in older people

For older people adverse effects can be more overt. A
retrospective cohort study of over 61,000 patients found that
the absolute risks over 1 year of exposure to SSRIs (adjusted
for comorbidities and a range of potential confounding
variables) of:

e 5.7% for falls,

e 2.6% for stoke/TIA,

e 0.5% for upper gastrointestinal bleeding,

e 0.38% for seizures and

e 0.44% for hyponatraemia.(C. Coupland et al. 2011)

Absolute risks over 1 year for all-cause mortality were 7.04%
for patients not taking antidepressants, 8.12% for those taking
TCAs, 10.61% for SSRIs, and 11.43% for other
antidepressants.(C. Coupland et al. 2011) This observational
research is susceptible to confounding by indication, and
residual confounding, so differences in characteristics
between patients prescribed different antidepressants could
account for some of the associations between them and the
adverse outcomes.(C. Coupland et al. 2011). Nevertheless,
they raise concerns about the effects of antidepressant use in
this age group.

National Instifute for
Health and Care Excellence
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Potential increase in risk of dementia

There is also evidence that antidepressants may increase risk
of dementia. A large nested case-control study of 225 000
people found a dose-response relationship between total
exposure to antidepressants and risk of diagnosis with
dementia.(C. A. C. Coupland et al. 2019) Those patients with
the highest exposure to antidepressants — more than 3 years
of daily use of standard doses - had a 34% increased chance of
dementia over those patients not exposed at all to
antidepressants. Another nested case-control study of 40,000
people found similar results, with antidepressants with the
strongest cholinergic properties (amitriptyline, dosulepin and
paroxetine) producing a 10% increased risk of
dementia.(Richardson et al. 2018) Other antidepressants
(largely SSRIs), with lesser anticholinergic effects were also
associated with dementia but associations were greater for
prescriptions closer to dementia incidence suggesting reverse
causation as a possible association.(Richardson et al. 2018)
Although efforts were taken in both of these studies to
control for symptom score, diagnoses, there is the possibility
that residual confounding may explain some of the
associations.

Withdrawal effects

Withdrawal effects from antidepressants occur commonly and
can be severe in some people (Davies and Read 2019). The
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likelihood and severity seem to increase with longer term use.
Some patients will not be able to stop their antidepressants
because of aversive withdrawal symptoms. A study looking at
stopping unnecessary antidepressants found that 93% of
patients were unable to stop (Eveleigh et al., 2017). The
REDUCE study in England is aiming to help 20% of patients
stop unnecessary antidepressants, meaning that 80% of
patients on unnecessary antidepressants will stay on their
medication for years or perhaps life long. This will lead to
considerable unnecessary costs to the health system and
exposure to adverse effects to patients.

Sexual effects

Sexual adverse effects can include a lack of desire as well as
reduced sexual sensation, and can include failure to orgasm in
both genders.(Rothmore 2020) It is now recognised that these
sexual effects can persist even after cessation of
antidepressants in a minority of patients, named post-SSRI
sexual dysfunction (PSSD), and was recently recognised by the
European Medicines Agency.(Reisman 2020; Bala, Nguyen,
and Hellstrom 2018) Sexual side effects can negatively affect a
person’s self-esteem, quality of life and relationships.

Tardive dysphoria

Although not widely accepted there has been concern for
some time that long-term use of antidepressants can itself
induce dysphoria.(Fava 2020; El-Mallakh, Gao, and Jeannie
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Roberts 2011) This has been thought related to the process of
tolerance to these medications, involving serotonin receptor
desensitisation, which can ‘overshoot’ leading to opposite
effects to those originally produced by the medications.(Fava
2020) This has been seen as analogous to opioid-induced
hyperalgesia(Lee et al. 2011) and the increase in anxiety seen
in long-term use of benzodiazepines.(Ashton 1987) For
example, one observation study found that depressed people
who used antidepressants long-term had poorer long-term
outcomes compared to with non-users or those who used
them short-term, even after controlling for baseline
depressive severity.(Hengartner, Angst, and Rossler 2018) This
is consistent with other prospective observational studies with
1-9 year follow-ups which also found poorer outcome in
antidepressant users compared to non-users.(Vittengl 2017;
Goldberg et al. 1998; Bockting et al. 2007)

Ashton, Heather. 1987. “Benzodiazepine Withdrawal:
Outcome in 50 Patients.” British Journal of Addiction
82 (6): 665—71.

Bala, Areeg, Hoang Minh Tue Nguyen, and Wayne J. G.
Hellstrom. 2018. “Post-SSRI Sexual Dysfunction: A
Literature Review.” Sexual Medicine Reviews 6 (1):
29-34.

Bet, Pierre M., Jacqueline G. Hugtenburg, Brenda W. J. H.
Penninx, and Witte J. G. Hoogendijk. 2013. “Side
Effects of Antidepressants during Long-Term Use in a
Naturalistic Setting.” European
Neuropsychopharmacology: The Journal of the
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1) use of short time points to extrapolate to long term

treatment
The NMA used studies of short duration to extrapolate to

longer term treatment. While this may be reasonable for
treatments like CBT which have been shown to have

placebo. However, most patients are treated with

and 2 years for higher risk people. In the long term
the STAR-D 3.7% of people remitted or did not drop out

2018).

antidepressants, although it has been down played by
manufacturers. There is evidence of tolerance in animals

increasing effects over time (Cuijpers et al, 2013) it is fraught
for dealing with pharmacological interventions that can have
changing effects over time, particularly as regards tolerance.

Most studies of antidepressants go for 6-12 weeks. As found
in the NMA, the effects are marginal or absent compared with

antidepressants for months or years — indeed the present
guidelines recommend months of treatment for one episode

antidepressants have been shown to have poor results —e.g in
(Pigott et al 2010) or in long-term follow up (Hengartner et al.,
A specific concern for antidepressants is tolerance so that

short term effects are likely to diminish in the longer term.
Like all psychoactive substances tolerance is an issue with

administered long-term antidepressants.(Popa et al., 2010) It
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is also evident in clinical studies: in one longitudinal study it
was observed that 25% of patients required increased dosages
of antidepressant over time(Solomon et al., 2005) consistent
with the development of tolerance. A systematic review found
that rates of tachyphylaxis (the clinical consequence of
tolerance) occurred in 9% to 57% of patients with depression
treated with antidepressants (Kinrys et al., 2019). Given the
common experience of withdrawal symptoms, which indicate
a parallel physiological adaptation, development of tolerance
to antidepressants should be unsurprising (Reidenberg, 2011;
Lerner and Klein, 2019).

A recent systematic review outlines all the possible causes of
tolerance to antidepressants, highlighting pharmacokinetic
and pharmacodynamic mechanisms (amongst others) that are
the common mechanisms for all psychoactive medications
(Fornaro et al., 2019).

The existence of tolerance means that any effects that occur
at 8 weeks are likely to diminish over time. The extrapolation
from short term studies — or even longer studies that go for
over 6 months — is not suitable for drug treatments that are
taken for years because of this phenomenon.

The issues for extrapolation from short term studies to long
terms studies is clear for other medications that cause
tolerance like benzodiazepines and opioids — which appear
effective in the short term but lose their effect in the long
term. This point should give the committee pause about
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making recommendations for long-term treatment based on
short term treatment for drugs for which tolerance is an issue.

It is probable that over the long term that the different
treatments recommended for less severe depression will have
quite different trajectories in terms of effectiveness over time.
This was emphasised recently in a meta-analysis of long-term
outcomes for depression which found that psychotherapy was
more effective than antidepressants at 12 months (Furukawa
et al., 2021). Although this time point is also fairly short
compared with the time period that a large proportion of
people are on antidepressants for it speaks to the differences
that occur at longer time periods. It is consistent with the
notion that interventions like therapy become more useful
over the long term because of learning skills (managing
emotions, analysing thoughts) but that medications become
less effective (tolerance to their beneficial effects and
accumulation of their adverse effects).

The committee should take into account these indications
that the long-term effects of treatment, particularly
medication, are not well represented by short term studies.

Cuijpers P, Hollon SD, Van Straten A, Bockting C, Berking M,
Andersson G. Does cognitive behaviour therapy have an
enduring effect that is superior to keeping patients on
continuation pharmacotherapy? A meta-analysis. BMJ Open.
2013;3(4):1-8.
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488-97.
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1) Neglect of costs of stopping interventions in cost
effectiveness evaluations

While there is no cost associated with stopping many of the
non-pharmacological treatments outlined in this guidance,
there is considerable costs to stopping antidepressants as
outline in this guidance, which is not included in the cost-
analysis.

There are costs to people’s wellbeing and there are costs to
the health care system. In the first category there are the
costs of time off work, inability to perform social roles such as
caring for children or elderly dependents, and in some people
long-standing inability and suicide (Guy et al, 2020;
Hengartner et al 2020). Additionally there are the costs to the
health care system — which include increased visits to the
doctor, the requirement to prescribe liquid versions of
medication and increased monitoring throughout the process
which can take months and in some patients years. For
example the prescription of liquid mirtazapine for 2 years to
help someone stop their medication (a common time period)
can cost 24*80 = 1920 pounds. Other medications are cheaper
than this but extra costs should be taken into account in the
cost-effectiveness analysis.

The overview of this process was given in Evidence Summary
B, page 324 that: “Acute pharmacological treatment was
administered over 12 weeks. At the end of this period, adults
with less severe depression who achieved remission had their
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drug gradually discontinued (tapered); this was modelled as a
linear reduction of the drug acquisition cost (from optimal
dose to zero) over the period of one month (according to
routine clinical practice, as advised by the committee).”

This is not an accurate summary of the process of stopping —
the committee’s own recommendation is that patients stay on
antidepressant for several months for an episode so 12 weeks
is an under-estimation of the costs. Consequently the time
required for stopping drugs is also under-estimated as it might
take several months for a patient to stop a drug tolerable and
linear reduction over 4 weeks has never been demonstrated
to be effective for patients on anything but extremely short
term treatment. This section therefore under-estimates the
time and resources required for stopping these medications.

Furthermore, there will also be a group of people for whom
coming off their antidepressant will be too aversive because
of the withdrawal effects and who will then continue to use
this medication for several years or the rest of their lives,
leading to unnecessary medication costs, as conservatively
estimated in Davies et al, 2021.

Davies J, Cooper RE, Moncrieff J, Montagu L, Rae T, Parhi M.
The costs incurred by the NHS in England due to the
unnecessary prescribing of dependency-forming medications.
Addict Behav. 2021;107143.
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Guy A, Brown M, Lewis S. The “patient voice”: patients who
experience antidepressant withdrawal symptoms are often
dismissed, or misdiagnosed with relapse, or a new medical
condition. Therapeutic Advances in [Internet]. 2020; Available
from:
https://journals.sagepub.com/doi/abs/10.1177/20451253209
67183

Hengartner MP, Schulthess L, Sorensen A, Framer A.
Protracted withdrawal syndrome after stopping
antidepressants: a descriptive quantitative analysis of
consumer narratives from a large internet forum. Therapeutic
Advances in Psychopharmacology. 2020 Jan
1;10:2045125320980573.

4) neglect of more important outcomes for less important
outcomes for which there was more data

The committee recognised that quality of life and functioning
were more important than change on symptoms score but
chose to de-prioritise these valued outcomes because there
was more data for symptom score change. The same choice
was made with respect to long term outcomes — although
these were recognised as more relevant they were de-
prioritised with respect to short term outcomes because there
was more data available for short term outcomes. If there is
not relevant evidence for the outcome of primary importance
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then there should be uncertainty expressed and the
committee should be transparent and indicate this, following
the principle of first do no harm, rather than drawing
conclusions on potentially irrelevant short term treatment
looking at symptoms scores that possibly have no great
relevance to long term outcomes.

This is particularly pertinent given the conceptualisation of
depression given by NICE in these guidelines — that it is caused
by adversities in people’s lives. It follows then that solving
these problems or finding ways to navigate or live with them
are what produces a more satisfying life with meaningful
pursuits (as well captured by QoL and functional measures).
Many drugs might produce a short term reduction in
depression scores (e.g. alcohol, cocaine, heroin) but this is not
the same thing as being an effective treatment for depression.

Using quality of life and functional outcomes and long-term
outcomes finds a number of treatments that are useful and so
should provide recommendations enough for the committee
without resorting to extrapolation from short term and
potentially irrelevant outcome measures.

5)Neglect of methodological flaws which exaggerate the
beneficial effects of antidepressants in trials, many of which
are outlined in Munkholm et al. 2019

National Instifute for
Health and Care Excellence

[Insert footer here]

172 of 750




NIC

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

23 November 2021 - 12 January 2022

-failure to take into account evidence based ways of
determining clinically important differences in evaluating the
effects of treatments. The committee arbitrarily chose an
effect size of 0.5 as a cut off for determining a clinically
important difference. However other analyses based on
clinician assessment of thousands of participants have found
that a change of 8 points on the HAM-D or an effect size of
0.875 is required for a clinician to observe even minimal
improvement (Leucht et al, 2013). It is therefore possible that
the committee has used too low a threshold to decide on
clinically important differences.

- The efficacy of antidepressants is often exaggerated by
dichotomisation of continuous data, a practice disapproved of
by statisticians because of the loss of power. The use if the
category of ‘response’, of a 50% reduction in depression scale
score from baseline is arbitrary and has not been
demonstrated to have clinical relevance. The use of this cut-
off for dichotomisation has the effect of inflating the apparent
differences between placebo and antidepressant (Kirsch and
Moncrieff, 2007). As noted by the committee this tends to
increase the benefits attributed to antidepressants. This is
because the baseline depression score in most studies is
about 13-24 points on the HAM-D (13 in this analysis for less
severe and 24 for more severe depression) meaning a 50%
reduction is about an 7-12 point reduction on the HAM-D
scale. As placebo tends to reduce HAM-D by 10 points and
antidepressants by 12 points, dividing them in the middle
tends to exaggerate the benefits.
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-unblind