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Abbott Evidence 007 0032

The draft guidelines state there is limited evidence on the
short- or long-term effectiveness of NSAIDs and
therefore, recommends against the use of NSAIDs for
chronic primary pain. However, we are concerned that
the systematic literature review designed to identify
clinical outcome data relating to NSAIDs was limited to
randomised controlled trials (RCTs) and will not have
captured any long-term or real-world evidence. Such data
should be considered to make a full assessment on long-
term effectiveness, especially in the absence of good-
quality RCTs (as per the NICE Processes and Methods
Guideline, section 5.2.2.6).

Laboratories Review) (Table
U.K Limited 1)

Noting the search included broader terms for chronic
pain rather than more specific for chronic primary pain,
we found that replicating the NICE Evidence Review
search in Embase, limiting the intervention to NSAIDs
and using a filter for study designs beyond RCTs
identified over 9,000 results. An initial screen of these
abstracts suggests that at least 274 of these studies
include outcomes within the scope of the search.

Therefore, our concern is that there is an extended
evidence base covering chronic pain in general and
potentially chronic primary pain, and this, in line with
NICE methods, should be considered to review the

Developer’s response

Please respond to each comment
Thank you for your comment. When
agreeing the protocol for the review
questions, the most appropriate study
design to answer the question is
discussed and agreed. For intervention
reviews of effectiveness this is widely
agreed to be RCTs or systematic
reviews of RCTs. Non- randomised
studies were agreed as not sufficient
quality for this question.

There was evidence available for
NSAIDs, although it was very limited.
This evidence did not show a benefit
of NSAIDs for chronic primary pain.

The reviews for specific interventions
included in this guideline are all for
the chronic primary pain population
only, rather than all types of pain.
Chronic pain already covered in
existing NICE guideline was also
excluded from the specific
intervention reviews. The search
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005

Line No

004

017
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potential clinical effectiveness of NSAIDs in chronic
primary pain.

Suggest reconsider title as currently say is for chronic
pain but document is focused on chronic primary pain
(CPP) only.

Chronic primary pain (CPP) may be confused with chronic
pain in general as it is only newly included in ICD-11. It
would be beneficial to include a table with the different
types of chronic pain including CPP as per the ICD-11
classification especially for people with chronic pain, their
families and carers. For example, the International
Association for the Study of Pain characterises chronic
primary pain as a disability or emotional distress and not
better accounted for by another diagnosis of chronic pain

Developer’s response

Please respond to each comment
terms used were deliberately broader
than ‘chronic primary pain’ to ensure
that evidence wasn’t missed due to
the range in terminology that may be
used by studies to define the
population of interest. The committee
agreed it was not appropriate to
extrapolate evidence from other
painful conditions to inform this
recommendation and so the evidence
base was only for chronic primary
pain, as defined in the scope and
protocol.
Thank you for your comment. The title
has now been revised to clearly
include chronic primary pain.
Thank you for your comment. The
committee agree that it is important
this guideline is clearly labelled;
definitions are clear and that there are
relevant signposts to other guidance
where appropriate. In consideration of
the stakeholder comments received
we have renamed the guideline and
added subheadings throughout as well
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and categorises chronic secondary pain separately into
the following six categories:

Chronic cancer-related pain, chronic postsurgical or post-
traumatic pain, chronic neuropathic pain, chronic
secondary headache or orofacial pain, chronic secondary
viscerval pain and chronic secondary musculoskeletal
pain http://www.iasp-
pain.org/PublicationsNews/NewsDetail.aspx?ltemNumbe

r=8340

As this is the first mention of chronic primary pain may be
useful to provide ICD-11 definition here.

As a general comment we would like to highlight that
many of these treatments are approved for pain from a
range of indications, but do not have a specific indication
for chronic primary pain which is the focus of this current
guidance.

This section may be misinterpreted by the readers of this
guideline: “It should be made clear that chronic primary

Developer’s response

Please respond to each comment
as adding wording to relevant
recommendations in order to clarify
and avoid any misinterpretation.
Further detail about the definition of
chronic primary pain has been
included on the overview page and in
the context section which is now
placed at the start of the guideline,
and a visual summary has been added
clarifying what populations are
covered by each recommendation.
Thank you for your comment. A short
definition has been included in the
overview section and more detail has
been added to the context that has
been moved to the beginning of the
guideline. This also links to a longer
definition at the end of the document.
Thank you for your comment. We
have noted this where there is a
recommendation to consider using
any of the unlicensed treatments, or a
recommendation for research.
Thank you for your comment. We
have included information about off-
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pain (CPP) is not an approved indication for NSAIDs and license use where a medicine is
any use for CPP is off label”. The NSAID ibuprofen is recommended or there is a research
indicated for its analgesic and‘ anti-infl.arr{mator‘y effects recommendation, however we do not
in the‘ treatment of rheunr?a.tmd ar'thlr|t|§ (including . state this where the recommendation
juvenile rheumatoid arthritis or Still's disease), ankylosing | . ..
. " . is not to use the medicine, and
spondylitis, osteoarthritis and other non-rheumatoid ) .
(seronegative) arthropathies. therefore does not conflict with the
) ) o licensed indication. We have included
In the treatment of no.n—.art.lcular r.heum'atlc. conditions, a comment in the discussion of the
the NSAID ibuprofen is indicated in periarticular . . .

o . .\ evidence in the review chapter to
conditions such as frozen shoulder (capsulitis), bursitis, hishlicht that th dici
tendinitis, tenosynovitis and low back pain; it can also be ighlight that t .erte areno _me Icines
used in soft tissue injuries such as sprains and strains. that have a specific marketing

. . Lo . . authorisation for chronic primary pain
The NSAID ibuprofen is also indicated for its analgesic or tvpes of chronic orimary pain in the
effect in the relief of mild to moderate pain such as UK yp P yp
dysmenorrhoea, dental and post-operative pain and for )
symptomatic relief of headache, including migraine
headache.
The proposed wording in the draft guideline would mean
an off-label indication for the NSAID ibuprofen, and there
is no safety or efficacy data in this population. Therefore,
we would suggest the inclusion of text that highlights
that ibuprofen is not indicated for use in chronic primary
pain.
Abbott Guideline 010 011 May be optimal to provide this information prior to Thank you for your comment. A brief
Laboratories providing recommendations based on the definitions as definition for the populations has
U.K Limited non-healthcare professionals are part of target audience been added to the guideline overview

page and more detail is provided in

National Institute for
Health and Care Excellence
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Should this be chronic primary pain, also for line 9?

Should this be chronic primary pain, also for line 11?

Appears the terms chronic pain and chronic primary pain
are used interchangeably.

Developer’s response

Please respond to each comment
the context section that has been
moved to the start of the guideline.
Thank you for your comment. The
review for pain management
programmes was for all types of
chronic pain. However, on
consideration of stakeholder
comments this research
recommendation has now been
removed as it was considered there
has already been extensive amounts
of research in this area.
Thank you for your comment. The
review for pain management
programmes was for all types of
chronic pain. However, on
consideration of stakeholder
comments this research
recommendation has now been
removed as it was considered there
has already been extensive amounts
of research in this area.
Thank you for your comment. The
committee agree that it is important
this guideline is clearly labelled;
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Suggest divide NSAIDs and Benzodiazepines into two
different paragraphs since we are talking about very
different classes of drugs with different modes of action
and non-healthcare professionals are part of target
audience.

It should be made clear that ibuprofen, an NSAID, is not
indicated for the treatment of chronic primary pain.

Developer’s response

Please respond to each comment
definitions are clear and that there are
relevant signposts to other guidance
where appropriate. In consideration of
the stakeholder comments received
we have renamed the guideline and
added subheadings throughout as well
as adding wording to relevant
recommendations in order to clarify
and avoid any misinterpretation.
Further detail about the definition of
chronic primary pain has been
included on the overview page and in
the context section which is now
placed at the start of the guideline,
and a visual summary has been added
clarifying what populations are
covered by each recommendation.
Thank you for your comment. Whilst
we note and understand your
rationale, it was agreed as better to
have all recommendations against use
of drugs together for ease for users of
the guideline.
Thank you for your comment. We
have included information about off-
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We are concerned that the recommendations cite “the
risk of harm with NSAIDs (gastrointestinal bleeding)” as a
factor in recommending against NSAID use in chronic
primary pain. Whilst acknowledging the known risk of
gastrointestinal (Gl) bleeding with NSAIDs, it does not
appear that an evidence review of latest research into
safety of NSAIDs in chronic primary pain or chronic pain
in general has been performed; conversely, a full
systematic literature review has been conducted for
safety of opioids and gabapentinoids.

Recent clinical practice guidelines in Asia have
recommended use of NSAIDs with consideration of
patient Gl risk profile (Ho et al. A J Pain Res. 2020; 13:

Developer’s response

Please respond to each comment
license use where a medicine is
recommended or there is a research
recommendation, however we do not
state this where the recommendation
is not to use the medicine, and
therefore does not conflict with the
licensed indication. We have included
a comment in the discussion of the
evidence in the review chapter to
highlight that none of medicines
considered in this review are not
licensed for chronic primary pain in
the UK.
Thank you for your comment.
Separate reviews for safety were
undertaken for gabapentinoids and
opioids only because of the increasing
awareness for potential for harms
from dependence and long term use
of these medicines. The committee
agreed that healthcare professionals
are more aware of the harms of
NSAIDs and their expert opinion and
knowledge could also help inform
recommendations on this aspect. This
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1925-1939). Although targeted for Asian practice, the
evidence base considered included studies in non-Asian
populations.

Abbott considers this as being particularly important
given there are factors that must be understood further.
For example, Gl bleeding risk can be reduced with
eradication treatment for potential H. pyloriinfection, as
this has been shown to be an independent risk factor for
Gl bleeding (Sostres et al. Am J Gastroenterol 2015;
110:684-689). We feel this should also be considered in
light of NICE guidance recommending NSAIDs for long
term use in other conditions causing chronic pain.

This paragraph may be misinterpreted by the readers of
this guideline. Ibuprofenis indicated for its analgesic and
anti-inflammatory effects in the treatment of rheumatoid
arthritis (including juvenile rheumatoid arthritis or Still's
disease), ankylosing spondylitis, osteoarthritis and other
non-rheumatoid (seronegative) arthropathies.

In the treatment of non-articular rheumatic conditions,
ibuprofen is indicated in periarticular conditions such as
frozen shoulder (capsulitis), bursitis, tendinitis,
tenosynovitis and low back pain; it can also be used in
soft tissue injuries such as sprains and strains.

Ibruprofen is also indicated for its analgesic effect in the
relief of mild to moderate pain such as dysmenorrhoea,

dental and post-operative pain and for symptomatic relief

of headache, including migraine headache.

Developer’s response
Please respond to each comment
was included as part of the
consideration for the
recommendation, but there was also
lack of evidence of their effectiveness
for chronic primary pain.

Thank you for your comment. No
medicines have a specific marketing
authorisation for chronic primary pain
or types of chronic primary pain in the
UK but the review covered those that
are frequently used off-license. We
have added a statement in the
discussion of evidence in the review
chapter to that effect. It has not been
included in the rationale for the
recommendation, as the off-license
use does not impact on the decision to
recommend against it. This was based
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The proposed wording would mean an off-label
indication for the NSAID ibuprofen, and there is no safety
or efficacy data in this population. Therefore, we would
suggest the inclusion of text that highlights that
ibuprofen is not indicated for this use in chronic primary
pain.

The guideline in its current format does not clearly
differentiate the classification and categories of chronic
pain and this may lead to misinterpretation and confusion
amongst clinicians to the value of NSAIDS in approved
licenced indications in secondary chronic pain. This could
undermine prescriber and patient confidence in approved
indications for NSAIDs and result in appropriate patients
not receiving access and treatment to medicines for
which they are indicated and could benefit from. Much
clearer classification between definitions and categories
is needed to support interpretation and understanding by
NHS prescribers.

Developer’s response
Please respond to each comment
on lack of evidence for effectiveness
for chronic primary pain.

Thank you for your comment. The
committee agree that it is important
this guideline is clearly labelled;
definitions are clear and that there are
relevant signposts to other guidance
where appropriate. In consideration of
the stakeholder comments received
we have renamed the guideline and
added subheadings throughout as well
as adding wording to relevant
recommendations in order to clarify
and avoid any misinterpretation.
Further detail about the definition of
chronic primary pain has been
included on the overview page and in
the context section which is now
placed at the start of the guideline,
and a visual summary has been added
clarifying what populations are
covered by each recommendation.
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Abbott
Laboratories
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General

Comments
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Suggest clarifying that in such a situation chronic primary
pain should be considered as a possible diagnosis.

Should this be chronic primary pain?

Abbott is concerned that readers, of which include
healthcare professionals and lay persons
(patients/carers), may be confused between chronic pain
and chronic primary pain and hence misinterpret the
recommendations to include all chronic conditions
causing pain, of which warrant pharmacological
treatment.

The confusion relating to the use of chronic pain and
chronic primary pain in these recommendations may be
compounded by the clinical evidence search being limited
to only randomised controlled trials (RCTs), thereby
excluding the wider evidence base of non-randomised
controlled trials studies, especially in light of the small
volume of RCTs identified.

Developer’s response
Please respond to each comment

Thank you for your comment. The
context section has now been revised
and a recommendation has been
added for when to consider a
diagnosis of chronic primary pain.
Thank you for your comment. This
section has now been revised.

Thank you for your comment.
Additional text with definitions has
been added to each section, and
headings reworded to clarify which
sections apply to chronic primary pain
only, and what the definition is for this
population. We hope this has added
some clarity for readers.

Thank you for your comment. We do
not agree that the use of RCTs is
related to any confusion between
populations covered in the guideline
and recommendations. As stated
above, we have added headings and
definitions to clarify populations
covered. In many cases there were
sufficient RCTs available. Where they
were lacking, the committee agreed a
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On review of the evidence documents, we are conscious
that the risk of harm with NSAIDs is cited, however there
has not been a review conducted looking at safety
evidence for this widely-used group of treatments.

In a court of law evidence has to be to such a standard as
to convince the jury to beyond reasonable doubt before
making a guilty decision.

Developer’s response

Please respond to each comment
priori when setting the protocol that
evidence from observational studies
would not be sufficient quality to
inform recommendations for a
condition affecting such a large
population which would therefore
require robust evidence to inform
recommendations.
Thank you for your comment. The
committee agreed that healthcare
professionals are more aware of the
harms of NSAIDs and this is well
documented. The committee’s expert
opinion and knowledge was used to
help decision making in cases where
evidence wasn’t available from the
review. This was included as part of
the consideration for the
recommendation, but there was also
lack of evidence of their effectiveness
for chronic primary pain which
informed the recommendation.
Thank you for your comment. The
decision making process followed to
make recommendations is as per
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In a civil court the burden of proof is somewhat lower
being one of the balance of probabilities yet still requiring
a high degree of credible evidence.

You may well ask where the relevance of this is to the
document being commented on yet it is very clear. In
both cases decisions are made based on credible and
reliable evidence. Using this criteria it is obvious to any
reasonable person that throughout this document the
evidence provided on which you make your
recommendations is extremely poor. Indeed some of the
references used are over 25 years old baring little
relevance to healthcare today.

We highlight two examples the first being pain
management programmes where the sparse evidence
provided bears little resemblance to the feedback we
receive as a national charity with over 22 years
experience. During that time we have often been
involved in the delivery of pain management programmes
either for chronic pain in the round or for a particular
condition. One recurring theme is that the committee
must give due weight to is that almost without exception
there is little follow up after the end of the programme.
Simply put nobody knows how that patient is doing six
months after the programme finishes so how can there
be any credible measure of success or failure? Through
our helpline and visitors to our mobile information unit
we gain credible intelligence which shows that from the

Developer’s response
Please respond to each comment

Developing NICE guidelines: The
Manual and as set out in the methods
chapter for this guideline. A number of
factors are considered when forming
recommendations including the
quality of the evidence, size of the
body of evidence, relevance and
applicability to current context, for
both the clinical and economic
evidence. The committee’s discussion
around the evidence and how this
informed the recommendation is
detailed in each evidence review and
in the rationales attached to each
recommendation in the guideline.

The evidence base for all management
options considered in this guideline is
based on shorter term courses of
treatment and often without much
evidence from long term follow up.
This was considered by the committee
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people who talk with us having been on a pain
management programme over 60% have indicated they
benefited from it

We certainly do not recognise the cost factors included in
the document related to pain management programmes
which again reflects the lack of credibility in your
assertions

Let us now turn to the recommendations on usage of
TENSs which show a worrying lack of insight by the
committee again based on very poor evidence which in
some cases is so dated as to be no longer relevant.

Here at Action on Pain we have a mass of experience and
expertise with TENs covering over twenty years which
has provided invaluable knowledge as to effective usage
of TENSs. Let us make it very clear that we readily accept
that TENs does not work for everyone then neither does
medication. Yet what is does do is to provide a form of
pain relief that has no side effects as well as having the
potential to being a valuable asset in helping patients to
come off the cocktail of medications so often prescribed
by doctors. You should be totally aware that a common
theme we have found over the years is that when we ask
patients have they used TENs they often say yes but it
did not help. Yet when we probe a bit deeper we
invariably find that they have not used it correctly
because of poor advice received from the relevant

Developer’s response
Please respond to each comment
and reflected in the
recommendations.

In the case of pain management
programmes the committee
considered that the evidence base
was not sufficiently consistent to
inform a recommendation for or
against pain management
programmes.

The cost of all treatments in the
guideline has to be considered, by
looking at the cost effectiveness. If
there is lack of evidence of benefit
there is an opportunity cost which
must be considered.

For TENS in people with chronic
primary pain, only 2 studies were
identified relevant to the review
protocol and no difference between
TENS and sham TENS or usual care
was demonstrated for any of the
patient reported outcome measures.
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healthcare professional or retailer selling the machines. A
prime example of this is where we discovered that many
people were only using the machine for 30 minutes a day.
Why-because that was the maximum the machine could
be set to and they were none the wiser. In every case we
would provide relevant and coherent advice asking for
feedback from the patient. It is safe to say that the
positive response we receive from patients fully justifies
the use of TENS.

Where we believe the committee has made a grave error
is to rely too heavily on poor evidence rather than
seeking the expertise of organisations such as Action on
Pain who deal with this on a daily basis rather than a
short research trial. The strongest and compelling
evidence is the anecdotal evidence which is totally absent
from this document yet clearly has a major part to play
yet the committee has totally ignored it we would
suggest at its peril. What the committee needs to fully
understand and take on board is that if the patient feels
that it is working for them then TENs is doing its job
especially if it reduces medicines intake. To be able to go
about your daily life using a TENs machine is a far better
option than being on medications with side effects which
impede your daily wellbeing. Equally TENs is a low cost
option which based on our experience has a credible
success rate. We do wonder how you can turn your back
on this experience by recommending the denial of TENs

Developer’s response

Please respond to each comment
NICE guideline recommendations are
for interventions to be provided
within the NHS and therefore the
committee agreed that without any
evidence of benefit this should not be
recommended.

All healthcare professionals on the
committee are currently in clinical
practice and were recruited according
to the composition that was agreed
appropriate during the scoping
process (including the stakeholder
workshop) to cover the appropriate
range of expertise for the scope of the
guideline. Both healthcare
professional members and lay
members are recruited according to
policies set out in the NICE manual.
The names of all members of the
committee are available on the
guideline page on the NICE website.
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to patients who will benefit from it. That is the reality
which is missing within this document.

Stakeholder Document

In conclusion we believe this document is a poorly
conceived piece of work that has no place in the
provision of pain management services in the NHS. We
are aware that many healthcare professionals working in
NHS pain clinics share our serious reservations citing the
obvious detrimental effect for their patients. We also
believe that the consist of the committee is too heavily
weighted with members who through being enmeshed in
research are far away from the day to day reality that
people with chronic pain have to face. We also note
whilst not making any adverse comment about the two
lay members that they are totally anonymous with no
detail of what they do and where they come from which
again cannot be right. Taking this all into consideration
we are minded to seek a judicial review if this document
is not revisited in considerable depth taking evidence
from credible sources including those such as Action on
Pain .

Action on Pain | Guideline 006 010 Promote exercise. Whilst fully supporting exercise Thank you for your comment. The
regimes we are concerned that this recommendation may | evidence reviewed in the guideline

imply that a supervised exercise programme is the key demonstrated effectiveness of
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treatment approach. However, we frequently promote
functional activity with patients who struggle or are too
fearful of the concept of an actual exercise programme

This recommendation may be challenging in practice as
currently with the covid pandemic the physiotherapists
who would offer acupuncture in a community setting are
unable to work in that arena (GP surgeries) as the GPs are
not agreeing to the therapists returning so they are
currently working in secondary care. Also without covid
some therapists are not confident or do not have the

Developer’s response

Please respond to each comment
supervised group exercise
programmes. The committee agreed
that the type of exercise may depend
on the type of pain, but also that
people are more likely to continue
with exercise if the programme
offered suits their lifestyle and
physical ability and addresses their
individual health needs. They agreed
that the choice of programme as well
as the content should take into
account people’s abilities and
preferences. This might include
providing individual exercise advice
for different members of a group. This
was highlighted in the
recommendation and in more detail in
the rationale underpinning the
recommendation.
Thank you for your comment. This
guideline will note when published
that it was developed prior to the
COVID-19 pandemic. NHS services are
adapting to implement interventions
as appropriate following national

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

16 of 1236



N I c E National Institute for
Health and Care Excellence

Chronic pain
Consultation on draft guideline - Stakeholder comments table
03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakeholder Document Page Line No . Comments . Developer’s response
No Please insert each new comment in a new row Please respond to each comment
expertise to treat patients with chronic pain so they guidance and restrictions relating to
would automatically refer patients onto a chronic pain COVID-19, with social distancing
clinic in secondary care. Whilst we agree that where appropriate. This is an evolving

acupuncture could be offered in a primary setting,
offering acupuncture in a chronic pain clinic enables an . .
experienced and fully qualified practitioner to use the remain based c_m where.ewdence
time to reinforce self-management strategies; demonstrates interventions are
reassurance and education. clinically and cost effective.
Implementation of these should take

the current context into account.

situation and so the recommendations

The guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
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There is strong anecdotal evidence that TENS can be
helpful to patients with chronic pain. It also enables the
patient to take responsibility for their treatment. The
guidelines report there is limited evidence on its
effectiveness but we believe this is often due to the
patients’ poor understanding of how to effectively use
the TENS machine i.e - poor understanding of the
treatment programme selection, time worn, electrode
placement. We therefore feel the guideline is too
dogmatic and would prefer that it states that... TNS may
be considered but may not be effective. Practitioners
need to ensure that patients understand how to
appropriately use the machine.’ We are concerned that
patients may miss out on trialling a low cost piece of
equipment that has little if no side effects and may
reduce the need for medication particularly as the
guidelines are potentially limiting these any way.

Developer’s response

Please respond to each comment
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment. The
review considered published RCT
evidence for TENS in people with
chronic primary pain. Only 2 studies
were identified relevant to the review
protocol and no difference between
TENS and sham TENS or usual care
was demonstrated for most of the
patient reported outcome measures.
Although there was a difference seen
in pain in the short term and long
term follow up from one very small
study, but the committee considered
that this was not sufficient to base a
recommendation on due to limitations
in the evidence and lack of
effectiveness in any other outcome.
NICE guideline recommendations are
for interventions to be provided
within the NHS and therefore the
committee agreed that without any
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We are concerned that this recommendation may limit
patients who may present with degenerative joints eg in
the spine where the occasional use of an NSAID (being
mindful of the Gl effects) could be helpful to them.

We are concerned that this recommendation my limit
patients who present with chronic primary pain with a
neuropathic component where the GP reads these
guidelines and will then not prescribe gabapentinoids.
There is a risk that patients who are refused such
medication will seek it via other routes such as buying

Developer’s response
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evidence of benefit this should not be
recommended.
Thank you for your comment. This
recommendation and review was for
the chronic primary pain population
only, rather than other types of pain.
Chronic pain already covered in
existing NICE guideline was also
excluded from the specific
intervention reviews. This is detailed
in the scope, but further clarification
has been provided in the headers of
each section in the guideline and with
a visual summary to accompany the
guideline indicating what populations
are covered by each recommendation
topic. The title has also been amended
to reflect that chronic primary pain is
also a focus of this guideline.

Thank you for your comment. The
reviews for pharmacological
interventions was for the chronic
primary pain population only, rather
than all types of pain. Chronic pain
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them illegally on the street, many of which could be
counterfeit. The guidelines also recognise that more
research is needed for their use in CRPS but surely this
will also apply to patients with neuropathic pain of a
chronic primary nature.

Developer’s response

Please respond to each comment
already covered in existing NICE
guideline was also excluded from the
specific intervention reviews — such as
the NICE guideline for management of
neuropathic pain in adults CG173. The
committee agreed that
gabapentinoids should not be
recommended for chronic primary
pain. The expert opinion of the
committee was that CRPS is
sometimes thought of a neuropathic
pain and it was noted that there had
been two subtypes of CRPS listed in
ICD-11. The committee therefore
agreed it was appropriate to include a
research recommendation for the use
of gabapentinoids for CRPS only.
The committee do acknowledge that
chronic primary and chronic
secondary pain can coexist, a
recommendation has now been added
to highlight this. Clinical judgement
should be used to determine the
appropriate treatment option relevant
to the type of pain being treated
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As currently worded, this document creates significant
confusion about which recommendations refer to chronic
primary pain and which to all forms of chronic pain. We
have spoken to clinicians who have been unclear about
this distinction and believe that all the recommendations
in the guidance cover all forms of chronic pain. The
introduction and layout of the guidance need to make
this much clearer. The paragraph highlighting the key
NICE guidelines related to specific conditions (1.2) also
needs to be made stronger, making it clear that these
guidelines should be used when managing these
conditions.

The way in which the publication of the guidelines was
publicised has also exacerbated the confusion. Most
media coverage used the term chronic pain throughout.
The headline of the news story on the NICE website also
used the term chronic pain not chronic primary pain.
Although the article explained the definition of chronic
primary pain, the headline: “Commonly used treatments
for chronic pain can do more harm than good and should
not be used, says NICE in draft guidance” was misleading
as it omitted the word primary.

When the final guideline is published it is essential that all
communications from NICE are both accurate and make

Developer’s response

Please respond to each comment
according to the relevant NICE
guideline.
Thank you for your comment. The
committee agree that it is important
this guideline is clearly labelled;
definitions are clear and that there are
relevant signposts to other guidance
where appropriate. In consideration of
the stakeholder comments received
we have renamed the guideline and
added subheadings throughout as well
as adding wording to relevant
recommendations in order to clarify
and avoid any misinterpretation.
Further detail about the definition of
chronic primary pain has been
included on the overview page and in
the context section which is now
placed at the start of the guideline,
and a visual summary has been added
clarifying what populations are
covered by each recommendation.
It is our intention that this will
improve clarity for all readers and
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strenuous efforts to reduce the amount of misreporting
in general media. Media communication also needs to
make explicit reference to paragraph 1.3.13 on the need
for care around withdrawal of medicines for those
already taking them.

The context section is unhelpful in relation to the
distinction between chronic pain and chronic primary
pain. It refers to chronic pain throughout with no
reference to chronic primary pain. We would also like to
see a reference here to the importance of appropriately
and quickly treating painful conditions, such as arthritis,
in line with the relevant NICE guidelines. For many
people the cause of their pain can be diagnosed and
treated, and this is an important part of reducing and
managing chronic pain. In this context we believe it is
inaccurate to say that a clear diagnosis is rarely available.

Challenges to implementing the guidance: A significant
barrier to implementing the guideline will be the lack of
availability of the recommended interventions. Access to
non-pharmacological interventions for pain management
is currently very limited in many areas. Without
investment in commissioning of alternatives to
pharmacological interventions, pharmacological
interventions will remain a significant aspect of chronic
primary pain management.

Developer’s response
Please respond to each comment
users of the guideline, including the
media.

Thank you for your comment. The
context section has been revised to
more clearly explain the distinction
between chronic primary and chronic
secondary pain. A recommendation
has also been added to highlight that
secondary pain should be managed
according to other relevant NICE
guidelines and there is a link to direct
towards them.

Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
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There does not seem to have been any review of the
effectiveness of peer support, which is widely recognised
to be valuable in supporting people to manage pain. We
are not aware of any RCT, but many peer support group
programmes have been evaluated. This seems an
omission from the evidence review and from the
guidance.

Challenges to implementing the guidance: A second
significant barrier is the need for longer consultations and
increased follow up, noted in the guideline draft. We do
not believe this is realistic if it is going to be delivered in
primary care. A significant increase in community based
multi-disciplinary pain teams with sufficient capacity to
deliver these longer conversations is required for this
guideline to be implemented. This increased need would
be supported by provision of group interventions,
supported self management and peer support. Wider and
faster access to such interventions could help reduce the
pressure on primary care and community pain teams, so

Developer’s response
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will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment. Peer led
pain management programmes were
considered within the review, but
there was insufficient evidence on
these. The evidence for peer support
groups was not specifically reviewed
within the guideline however.
Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
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enabling the improved conversations required to
implement the guidance

All the aspects identified will likely be affected by chronic
pain whether explained medically or not i.e.

e lifestyle and day-to-day activities, including work

and sleep disturbance

e physical and psychological wellbeing

e social interaction and relationships
However, none of the recommendations (such as
exercise, physiotherapy, pharmaceuticals, pain
management programmes, social or psychological
interventions), for managing such conditions appear to
include evidence improving all these aspects. We know
the perception of pain is subjective. A holistic embodied
psycho-social intervention such as The BodyMind
Approach provides opportunities to integrate the body-
felt physical sensation of the pain with the patient’s
emotional inner world, lived bodily experience, lifestyle,
relationships and subjective wellbeing. The outcomes of
this innovative intervention demonstrate patients learn to

Developer’s response
Please respond to each comment

that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment. The
committee looked for evidence in a
range of outcomes and detailed in the
rationales where evidence of benefit
was observed. For all of those
recommended (exercise, acupuncture,
psychological therapies and
antidepressants), benefits were seen
in quality of life, which the committee
agree encompasses elements of each
of the three areas highlighted.

Evidence for the BodyMind approach

was not identified that was relevant to

any of the reviews within the
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self-manage their pain to live well. Additionally, it can be | guideline and therefore
shown patents have no need to return the GP or A&E, be | recommendations cannot be made.
referred for more tests and scans, resulting in cost
savings for the NHS. An action plan is designed by the
patient as a result of their learning during the
intervention, which they carry out with minimal support
for six months post intervention. The BodyMind
Approach (designed specifically for unexplained pain and
derived from dance movement psychotherapy) is a
biopsychosocial intervention. It works with the bi-
directionality between body and mind (the latter is not
only the brain) to connect emotional and physical aspects
involved with the experience of pain through generating
practices from mindful movement, presence, the arts,
somatics, emotional regulation, and facilitated group
work. The improvement in self (and body) compassion
appears key to the positive, encouraging outcomes from
this methodology. More research on a larger scale is
required to confirm early outcomes. Chronic pain is
notoriously difficult to treat and very debilitating for
patients. It will be important to educate all healthcare
professionals and commissioners in primary care on
emerging interventions with encouraging results.

For more information:

Payne, H & Fordham, R. (2008) Group BodyMind Approach
to Medically Unexplained Symptoms: Proof of Concept &
Potential Cost Savings. Unpublished Report, East of

Stakeholder Document
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England Development Authority and The University of
Hertfordshire

Payne, H (2009a) Medically unexplained conditions and
the BodyMind approach. Counselling in Primary Care
Review, 10,1, 6-8.

Payne, H.(2009b) The BodyMind Approach to
psychotherapeutic groupwork with patients with
medically unexplained symptoms: a review of the
literature, description of approach and methodology
selected for a pilot study. European Journal for Counselling
and Psychotherapy. 11, 3,287-310.

Payne, H. (2009c) Pilot study to evaluate dance
movement psychotherapy (The BodyMind Approach)
with patients with medically unexplained symptoms:
Participant and facilitator perceptions and a summary
discussion. Int.Journal for Body, Movement & Dance in
Psychotherapy. 5, 2, 95-106.

Payne, H. & Stott, D. (2010) Change in the moving
bodymind: Quantitative results from a pilot study on the
BodyMind Approach (BMA) as groupwork for patients
with medically unexplained symptoms (MUS). Counselling
and Psychotherapy Research, 10,4, 295-307.

Payne, H (2014) Patient experience: push past symptom
mysteries. The Health Service Journal, 124, 6390, 26-7.
Lin, Y & Payne , H (2014) The BodyMind Approach™,
Medically Unexplained Symptoms and Personal Construct
Psychology. Body, Movement and Dance in Psychotherapy,
9, 3.
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Payne, H (2014) The BodyMind Approach: the treatment
of people with medically unexplained symptoms. The
Psychotherapist, summer, issue 57, 30-32

Gallagher, S & Payne, H (2015)The role of embodiment
and inter-subjectivity in clinical reasoning, Bodly,
Movement and Dance in Psychotherapy, 9, 4

Payne, H (2015)The Body speaks its Mind:The BodyMind
Approach™ for patients with medically unexplained
symptoms in UK primary care. Arts in Psychotherapy,
42,19-27.

Payne, H & Brooks S (2016)Clinical outcomes and cost
benefits from The BodyMind Approach™ for patients
with medically unexplained symptoms in primary health
care in England: Practice-based evidence. Arts in
Psychotherapy, 47, 55-65

Payne, H (2016). The BodyMind Approach™. Healthcare,
Counselling and Psychotherapy Journal, BACP,16, 4,14-18.
Payne, H & Brooks, S (2017)Moving on:The BodyMind
Approach™ for medically unexplained symptoms.Public
Mental Health Journal, 10, 2.

Payne, H (2017) Transferring research from a Unversity
into the National Health Service; Implications for impact.
Health Research Systems and Policy, Opinion Piece,15:56
DOI 10.1186/s12961-017-0219-3

Payne, H (2017) The BodyMind Approach: Supporting
people with medically unexplained symptoms/somatic
symptom disorder. Journal of Psychotherapy and
Counselling Psychology Reflections, 2, 2.
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Sanders, T; Winter, D & Payne H (2018) Personal
constructs of mind-body identity in people who
experience medically unexplained symptoms. Journal of
Constructivist Psychology, Dec 2018, 0(0), 1-16, 2018,
print / 1521-0650 online. DOI:
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different folks:The BodyMind Approach as a learning tool
for patients with medically unexplained symptoms to self-
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management for patients with medically unexplained
symptoms. J. of Transformative Education, April issue.
Payne, H & Brooks, S (2020)A qualitative analysis of
patient perceptions of The BodyMind Approach for
people with medically unexplained symptoms.
forthcoming Frontiers in Psychology

Payne, H & Brooks, S (2020) Learning to manage
medically unexplained symptoms: The BodyMind
Approach and the chronic stress response. In preparation

The major flaw in this guidance is the focus on the ICD11
diagnostic category of “Chronic primary pain”. Although
it embraces commonly used clinical diagnoses, it is not a
concept that has wide currency. It is largely a diagnosis of
exclusion distinguished from other pain conditions by the
lack of an identified physiological mechanism for the pain
and the effects of the pain in causing distress to the
patient and disruption to everyday life. This nosological
concept gives primacy to physiological mechanisms in
understanding pain. This misconstrues the nature of pain,
which is not a physical stimulus but a perception. This is
constructed from a physical stimulus and factors such as
the experience, expectations, knowledge meanings and
mood of the patient which are influenced by the social
contexts in which the patients live their lives. All pain
patients’ experiences of pain are constructed from these
factors. To identify these psychological and social factors

advisory committees

Developer’s response
Please respond to each comment

Thank you for your comment. The use
of the ICD-11 terminology was
proposed by stakeholders during the
scope consultation, suggesting this
would ensure the guideline was
consistent with how types of chronic
pain were to be recorded and
tracked as a condition in its own right
and its association to other
classifications.

The view of the committee is that
there are likely to be shared
mechanisms across different types of
chronic primary pain, despite those
not being fully understood, the
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as significant only in “Chronic primary pain” is to create a
false dichotomy. The non-identification of physiological
mechanisms as a basis for diagnostic categorisation relies
on factors entirely separate from the patient such as the
state of current medical knowledge and understanding,
and the skills and resources availableto the diagnostician.
Failure to identify mechanisms does not mean that such
mechanisms do not exist. Furthermore, although there
are significant specific treatments that are appropriate in
the management of pain associated with particular
pathologies, the principles of managing chronic pain do
not vary according to putative causation.

The detailed exploration of patient histories,
circumstances and needs encouraged in the
recommendations on assessment are appropriate to
understanding all chronic pain. The suggestion that there
is a specific role for antidepressants and that analgesic
medications should be completely avoided is not, in our
opinion, helpful. Medication has a limited but distinct role
in the management of chronic pain. An emphasis on non-
pharmacological treatments, especially those that are
rehabilitative rather than aspiring to symptom
elimination, is importance. Unfortunately, the guidelines
as currently drafted are somewhat nihilistic, and as such
are likely to be ignored.,

Should changes be made to provide clear justification as
to the inclusion of the chronic neck pain literature but not

Developer’s response

Please respond to each comment
similarities are such that there is no
reason not to consider evidence to be
relevant to all types of chronic primary
pain unless evidence suggests
otherwise. In the evidence reviews,
types of chronic primary pain were
pooled, but where heterogeneity was
present this was explored with
subgroup analysis when data allowed.
Where carried out, in most cases it did
not demonstrate a difference in effect
according to type of chronic primary
pain. If there was reason to believe
that specific considerations were
required, this was detailed in the
recommendations (for example,
separate research recommendations
for pharmacological management of
CRPS).

Thank you for your comment. On
consideration of each of the
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other chronic musculoskeletal literature, the
recommendations are made on incomplete neck pain
data. Upon reviewing Evidence Review E there appears
to be several trials that are missing (Waling, Jarvholm et
al. 2002, Borisut, Vongsirinavarat et al. 2013, Rudolfsson,
Djupsjobacka et al. 2014, Lee and Kim 2016, Li, Lin et al.
2017, Kaur, Mali et al. 2018, Ulug, Yilmaz et al. 2018,
Shiravi, Letafatkar et al. 2019). The inclusion of these
trials is likely to increase sample size for meta-analysis,
which could have an impact the imprecision rating in
GRADE, potentially changing recommendations.

Borisut, S., et al. (2013). "Effects of strength and
endurance training of superficial and deep neck muscles
on muscle activities and pain levels of females with
chronic neck pain." J Phys Ther Sci25(9): 1157-1162.
Kaur, A., et al. (2018). "To Compare the Immediate
Effects of Active Cranio Cervical Flexion Exercise Versus
Passive Mobilization of Upper Cervical Spine on Pain,
Range of Motion and Cranio Cervical Flexion Test in
Patients with Chronic Neck Pain." Indian Journal of
Physiotherapy & Occupational Therapy12(3): 22-27.
Lee, K. W, et al. (2016). "Effect of thoracic manipulation
and deep craniocervical flexor training on pain, mobility,
strength, and disability of the neck of patients with
chronic nonspecific neck pain: a randomized clinical trial."
J Phys Ther Sci28(1): 175-180.

Developer’s response
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references provided, we agree that
some of these studies in other types
of chronic primary musculoskeletal
pain were erroneously excluded from
the review.
Borisut et al., Lee et al. Ulug et al. and
Waling et al. have now been added to
the review. This did not have a
significant impact on the results of the
review, but provided more evidence
of benefit of exercise.

The remaining studies were excluded
for the following reasons:

Kaur et al. was excluded as there were
no outcomes relevant to the review
protocol.

Li et al. was excluded as the control
group did not meet the review
protocol criteria.

Rudolfsson et al. was excluded as the
interventions were not relevant to the
review protocol.
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Li, X., et al. (2017). "Comparison of the effectiveness of
resistance training in women with chronic computer-
related neck pain: a randomized controlled study." Int
Arch Occup Environ Health90(7): 673-683.

Rudolfsson, T., et al. (2014). "Effects of neck coordination
exercise on sensorimotor function in chronic neck pain: a
randomized controlled trial." J Rehabil Med46(9): 908-
914.

Shiravi, S., et al. (2019). "Efficacy of Abdominal Control
Feedback and Scapula Stabilization Exercises in
Participants With Forward Head, Round Shoulder
Postures and Neck Movement Impairment." Sports
Health11(3): 272-279.

Ulug, N, et al. (2018). "Effects of Pilates and yoga in
patients with chronic neck pain: A sonographic study." J
Rehabil Med50(1): 80-85.

Waling, K., et al. (2002). "Effects of training on female
trapezius Myalgia: An intervention study with a 3-year
follow-up period." Spine (Phila Pa 1976)27(8): 789-796.

It is also noted that Jordan, Bendix et al. (1998)and (Khan,
Soomro et al. 2014)were excluded due to incorrect
outcome measures despite them providing measures of
pain (11 point box scale) and pain and disability
(VAS/Northwick Park Neck Pain Questionnaire)
respectively. The inclusion of these trials is likely to
increase sample size for meta-analysis, which could have

Developer’s response
Please respond to each comment
Shiravi et al. was excluded because
the control group did not meet the
review protocol criteria.

Thank you for your comment. These
studies have been checked again for
ability to extract relevant outcomes.
None are relevant to be included in
the review, for the following reasons:
Jordan et al. all outcomes were
reported as median and 95%
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an impact the imprecision rating in GRADE, potentially
changing recommendations.

Jordan, A, et al. (1998). "Intensive training,
physiotherapy, or manipulation for patients with chronic
neck pain. A prospective, single-blinded, randomized
clinical trial." Spine (Phila Pa 1976)23(3): 311-318;
discussion 319.

Khan, M, et al. (2014). "The effectiveness of isometric
exercises as compared to general exercises in the
management of chronic non-specific neck pain." Pak J
Pharm Sci27(5 Suppl): 1719-1722.

The NICE team have used the term “strength exercise” in
Evidence Review E, without providing a definition of
what this means. It is therefore unknown if “strength
exercise” refers to any exercise training with goal of
improving outcomes of strength or is being used
synonymously with resistance training. The latter is
inappropriate, and the former is only valid if used
correctly. It is recommended that NICE remove all
reference to strength exercise and replace with
resistance training or provide a definition to demonstrate
that the aim of these exercise interventions is to improve
any aspect of neuromuscular function or motor capacity.

Developer’s response

Please respond to each comment
confidence intervals, or range only.
These cannot be fully quality assessed
and therefore are not reported here.
The exclusion reason is stated as ‘no
useable outcomes’ rather than ‘no
relevant outcomes’ to reflect this.

On review of Khan et al. it was also
determined that the comparator was
not relevant to this review protocol
(two different types of strengthening
exercise are compared to each other).
The exclusion reason has been
updated in the excluded studies list.
Thank you for your comment. The
types of exercise were used to guide
the review. Where there was lack of
clarity as to where an intervention
should be grouped, the committee
were asked to advise. These terms
have been removed from the
recommendation as the review did
not inform whether one type of
exercise was better than another, and
it was agreed this should be informed
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Justification by the needs and preferences of the

person.
Exercise training to improve outcomes of strength

requires specific exercise and dosage parameters (Bird,
Tarpenning et al. 2005, American College of Sports
2009). Although cross over exists, should different
dosages of exercise be used than that recommended for
strength, exercise is likely to be ineffective in achieving
strength outcomes or likely to result in other
physiological outcomes such as power, endurance or
hypertrophy. This would therefore invalidate the
categorisation of “strength exercise”. With this in mind, it
isn’t clear how the team have come to the conclusion that
some trials have delivered “strength exercise” when the
trials themselves have not provided sufficient dosage
information to make that judgment e.g. Etnier, Karper et
al. (2009), Rendant, Pach et al. (2011)and Espi-Lopez,
Ingles et al. (2016).

Further to this, where dosage information is provided the
team have categorised the intervention as “strength
exercise”, when it is not appropriate e.g. Ylinen, Takala et
al. (2003)reported a dosage of 3x20 @ 2kg for upper limb
resistance training, which is a parameter for endurance
changes rather than strength (Bird, Tarpenning et al.
2005, American College of Sports 2009). In addition Chiu,
Hui-Chan et al. (2005), Falla, Lindstrom et al. (2013)and
Suvarnnato, Puntumetakul et al. (2019)all describe a
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craniocervical flexion exercise under low load aimed at
improving motor control. The NICE team have included
these as strengthening interventions, despite evidence
demonstrating the dosage parameters used have little
effect on strength (Falla, Jull et al. 2006, O'Leary, Jull et
al. 2012, Blomgren, Strandell et al. 2018, Suvarnnato,
Puntumetakul et al. 2019).

Stakeholder Document

A further argument against categorising interventions as
“strength exercise” is that the current dosage parameter
recommendations are only valid for a healthy population.
It is currently unknown whether the same dosage
parameters apply to unhealthy or chronic pain
populations. Chronic pain populations may only require
much smaller dose to elicit strength changes or they may
be unable to tolerate the recommendations for a healthy
population (Wallis, Webster et al. 2015).

It is recommended that NICE remove all reference to
strength exercise and replace with resistance training or
provide a definition to demonstrate that the aim of these
exercise interventions is to improve any aspect of
neuromuscular function or motor capacity.

American College of Sports, M. (2009). "American College
of Sports Medicine position stand. Progression models in
resistance training for healthy adults." Med Sci Sports
Exerc41(3): 687-708.
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Bird, S. P., et al. (2005). "Designing resistance training
programmes to enhance muscular fitness: a review of the
acute programme variables." Sports Med35(10): 841-851.
Blomgren, J., et al. (2018). "Effects of deep cervical flexor
training on impaired physiological functions associated
with chronic neck pain: a systematic review." BMC
Musculoskelet Disord19(1): 415.

Chiu, T. T, et al. (2005). "A randomized clinical trial of
TENS and exercise for patients with chronic neck pain."
Clin Rehabil19(8): 850-860.

Espi-Lopez, G. V., et al. (2016). "Effect of low-impact
aerobic exercise combined with music therapy on
patients with fibromyalgia. A pilot study." Complement
Ther Med?28: 1-7.

Etnier, J. L., et al. (2009). "Exercise, fibromyalgia, and
fibrofog: a pilot study." J Phys Act Health6(2): 239-246.
Falla, D., et al. (2006). "An endurance-strength training
regime is effective in reducing myoelectric manifestations
of cervical flexor muscle fatigue in females with chronic
neck pain." Clin Neurophysiol117(4): 828-837.

Falla, D., et al. (2013). "Effectiveness of an 8-week
exercise programme on pain and specificity of neck
muscle activity in patients with chronic neck pain: a
randomized controlled study." Eur J Pain17(10): 1517-
1528.

O'Leary, S., et al. (2012). "Training mode-dependent
changes in motor performance in neck pain." Arch Phys
Med Rehabil93(7): 1225-1233.
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Rendant, D., et al. (2011). "Qigong Versus Exercise Versus
No Therapy for Patients With Chronic Neck Pain."
Spine36(6): 419-427.

Suvarnnato, T., et al. (2019). "Effect of specific deep
cervical muscle exercises on functional disability, pain
intensity, craniovertebral angle, and neck-muscle strength
in chronic mechanical neck pain: a randomized controlled
trial." J Pain Res12: 915-925.

Suvarnnato, T., et al. (2019). "Effect of specific deep
cervical muscle exercises on functional disability, pain
intensity, craniovertebral angle, and neck-muscle strength
in chronic mechanical neck pain: a randomized controlled
trial." Journal of pain research12: 915-925.

Wallis, J. A., et al. (2015). "The maximum tolerated dose
of walking for people with severe osteoarthritis of the
knee: a phase | trial." Osteoarthritis Cartilage23(8): 1285-
1293.

Ylinen, J., et al. (2003). "Active neck muscle training in the
treatment of chronic neck pain in women: a randomized
controlled trial." JAMA289(19): 2509-2516.

There is evidence that when assessing and managing
chronic pain it is not only about what is being delivered,
but critically by identify the competences most likely to
produce effective delivery of an assessment/ intervention
- Who is delivering it

- In what context

- The critical competencies for effective delivery

Developer’s response
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Thank you for your comment. We will
pass this information to our local
practice collection team. More
information on local practice can be
found here:
www.nice.org.uk/sharedlearning
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- Are HCP’s competent to deliver

There is evidence that bespoke services are more
effective than generic ( 2017 Rona Moss-Morris
Professor of Psychology as Applied to Medicine National
Clinical Advisor to IAPT NHS England)and with better
clinical outcomes

e best outcomes are for condition specific services

e patients respond better to clinical interventions which
are tailored to their physical condition

Cochrane conclude that a multidisciplinary approach is
needed, conventional analgesics are usually not effective
and only a minority of individuals achieve worthwhile
pain relief.

Our trust has had experience of implementing the
following approach and would be willing to submit its
experiences to the NICE shared learning database.
(Contact Dr Adam Cleary Consultant Clinical Psychologist
adam.cleary@nhs.net)

A competence framework for psychological interventions
with people with persistent physical health conditions
(Anthony D. Roth and Stephen Pilling April 2015
Research Department of Clinical, Educational and Health
Psychology, UCL)

For example in detailing competences for Assessment,
Formulation, Engagement and Planning

Also

Stakeholder Document
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Meta-competences - overarching, higher-order
competences which practitioners need to use to guide
the implementation of any assessment or intervention.

It is not clear that the evidence for chronic neck pain was
included when making recommendations. While Section
1.2 “Managing all types of chronic pain” alludes to
specific conditions (e.g. Low back pain, osteoarthritis)
being excluded from this review if existed guidelines are
already in use, the wording could suggest that all “specific
conditions” were excluded. The definition of chronic
primary pain further in the document (pg 10) does not
provide much more clarity, not does it make it clear that
neck pain is included in the review, but low back pain and
osteoarthritis were excluded.

There is evidence to suggest the usefulness of
Mindfulness Based Stress Reduction (MBSR) as effective
group treatment for chronic pain, when compared to
Cognitive Behavioural Therapy group interventions
(Khoo, Eve-Ling & Small, Rebecca & Cheng, Wei &
Hatchard, Taylor & Glynn, Brittany & Rice, Danielle &
Skidmore, Becky & Kenny, Samantha & Hutton, Brian &

Developer’s response
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Thank you for your comment.
Inclusion criteria for conditions under
the umbrella term of chronic primary
pain was based on those listed in ICD-
11 at the time of development.
Chronic neck pain was included within
the chronic primary pain definition (as
a chronic primary musculoskeletal
pain). Low back pain was excluded
from the scope of this guideline for
the specific management reviews due
to there already being existing NICE
guidance on this topic. Osteoarthritis
is also excluded for the same reason
and is not considered a chronic
primary pain.

Thank you for your comment. This
review was for chronic primary pain
only, rather than all types of chronic
pain. The references of the systematic
reviews you highlight were checked
for any studies relevant to this review
protocol. No new studies were
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Poulin, Patricia. (2019). Comparative evaluation of group-
based mindfulness-based stress reduction and cognitive
behavioural therapy for the treatment and management
of chronic pain: A systematic review and network meta-
analysis. Evidence-Based Mental Health. 22. 26-35.
10.1136/ebmental-2018-300062;

Evidence suggests improved mental health following a
Mindfulness- based pain management group programme
(Brown, Christopher & Jones, Anthony. (2012).
Psychobiological Correlates of Improved Mental Health in
Patients With Musculoskeletal Pain After a Mindfulness-
based Pain Management Program. The Clinical journal of
pain. 29. 10.1097/AJP.0b013e31824c5d%f.)

There is evidence that social and environmental factors
are important factors in maintaining emotional
equilibrium and quality of life e.g Model of Adjustment to
Long Term Conditions

Moss-Morris, R. (2013).. British Journal of Health
Psychology (2013), DOI:10.1111/bjhp.12072

Developer’s response

Please respond to each comment
identified. The evidence reviewed for
mindfulness for chronic primary pain
in this guideline was not sufficient to
inform a recommendation, however
the committee agreed results were
promising and therefore
recommended further research to
inform future updates of the
guideline.

Thank you for your comment. The
committee agree these may be
important factors, the editorial
reference you provide cannot be
included in the review as it is not a
primary study and not specific to
chronic pain. It also doesn’t reference
any evidence that would meet the
criteria for this review protocol. We
searched for all relevant evidence for
social interventions specific to people
with chronic pain for this question.
We also undertook reviews on factors
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Advocating the use of Acupuncture to treat Chronic
Primary Pain is in direct contradiction to the
recommendations in NG59 (LBP and Sciatica) which
explicitly state: “Do not offer acupuncture for managing
low back pain with or without sciatica”

Consider adding new bullet point “is used as an adjunct to
other treatments e.g. Exercise & Psychological Therapy”.
Used alone, acupuncture is a passive treatment that could
create dependency. The focus of Chronic Pain
Management is to reduce dependency and promote self-
management therefore Acupuncture must only be an
adjunct to treatments that promote self-management

Developer’s response

Please respond to each comment
that were barriers to managing
chronic pain, but no relevant evidence
specific to chronic pain was identified.
Thank you for your comment. The
committee were aware of the
recommendation and evidence review
underpinning the recommendation in
NG59. The review for this guideline
excluded evidence in people with low
back pain and therefore included a
different evidence base. The evidence
in this review for chronic primary pain
was more favourable for acupuncture
than that in NG59 for low back pain
and sciatica. De novo economic
modelling also supported the
recommendation for chronic primary
pain.
Thank you for your comment. We do
not have evidence that acupuncture is
more effective as an adjunct to
treatment. Nor any evidence for
dependency. We have included a
research recommendation for repeat
courses of acupuncture however and
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There is evidence from within expert reference groups (A
competence framework for psychological interventions
with people with persistent physical health conditions.
Anthony D. Roth and Stephen Pilling April 2015 Research
Department of Clinical, Educational and Health
Psychology, UCL) and from the wider evidence base for
two sets of recommended psychological interventions:

a) a number of approaches based on the application of
Cognitive Behaviour
Therapy (CBT) including ACT.

Cochranefound sufficient evidence across a large
evidence base (59 studies, over 5000 participants) that
CBT has small or very small beneficial effects for reducing
pain, disability, and distress in chronic pain.

b) Short term Psychodynamic Therapies ; an approach
that can be applied to a wide range of presentations
including where there are barriers to effective
engagement in self-management

Developer’s response

Please respond to each comment
the recommendation is limited to a
course of acupuncture that the
evidence supported as being clinically
and cost effective for chronic primary
pain.
Thank you for your comment. The
reviews for specific interventions
included in this guideline, and the
relevant recommendations, are all for
the chronic primary pain population
only, rather than all types of pain.
Chronic pain already covered in
existing NICE guideline was also
excluded from the specific
intervention reviews. This is detailed
in the scope, but further clarification
has been provided in the headers of
each section in the guideline and with
a visual summary to accompany the
guideline indicating what populations
are covered by each recommendation
topic. The title has also been amended
to reflect that chronic primary pain is
also a focus of this guideline. The NICE
pathway will also link to all the
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Short term dynamic psychotherapies have empirical
support from 50 randomized controlled trials and a large
number of case series for chronic pain, anxiety,
depression, somatic symptom disorders and substance
addiction.

There is evidence for this is condition specific chronic
pain such as Fibromyalgia, Chronic Fatigue, Low back
pain, headaches, pelvic pain, IBS.

The latter set of interventions/ recommendations (b) are
missing from the guidance.

There is evidence that mindfulness, and in particular
Mindfulness based stress reduction (MBSR) can be a
useful strategy in the management of chronic pain
(Morone, N. E. (2019). Not Just Mind Over Matter:
Reviewing With Patients How Mindfulness Relieves
Chronic Low Back Pain. Journal of Evidence-Based
Integrative Medicine, 24, N.PAG.
https://doi.org/10.1177/2515690X19838490) and

Developer’s response
Please respond to each comment
relevant guidelines to enable more
easy navigation between the
recommendations for different topics.

The committee agreed that the
evidence reviewed for psychological
therapies for chronic primary pain
demonstrated sufficient evidence of
clinical and cost effectiveness to
warrant recommendations to consider
both CBT and ACT. For psychodynamic
psychotherapy, in this population the
committee agreed there wasn’t
enough evidence to inform a
recommendation, but the evidence
was promising. They included a
research recommendation to inform
future updates of this guideline.
Thank you for your comment. This
review was for chronic primary pain
only, rather than all types of chronic
pain, and excludes chronic pain
covered in existing NICE guidelines.
The references you have highlighted
have been checked for relevance to
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Majeed, Muhammad & Ali, Ali Ahsan & Sudak, Donna.
(2017). Mindfulness-based Interventions for Chronic
Pain: Evidence and Applications. Asian Journal of
Psychiatry. 32. 10.1016/j.ajp.2017.11.025.

Mindfulness when delivered online can remain effective
in the treatment of chronic pain as evidenced in
Henriksson, J., Wasara, E., & Ronnlund, M. (2016). Effects
of Eight-Week-Web-Based Mindfulness Training on Pain
Intensity, Pain Acceptance, and Life Satisfaction in
Individuals With Chronic Pain. Psychological Reports, 119,
586 - 607.

Mindfulness has been shown to bring about pain relief
associated with higher-order brain regions: Zeidan, F.,
Emerson, N. M., Farris, S.R. Ray, J.N., Jung, Y., McHaffie,
J.G., and Coghill, R.C. (2015). Mindfulness Meditation-
Based Pain Relief Employs Different Neural Mechanisms
Than Placebo and Sham Mindfulness Meditation-Induced
Analgesia. Journal of Neuroscience, 35 (46) 15307-
15325; DOI: 10.1523/JNEUROSCI.2542-15.2015

Developer’s response

Please respond to each comment
this review protocol. None of these
were relevant to include however:
Morone et al. 2019 is a commentary
referring to an associated study by the
same author. This study is in people
with chronic low back pain and
therefore was excluded from the
review of psychological therapies in
this guideline.
Majeed et al. was excluded due to
being a literature review article (not a
systematic review). References were
checked for inclusion.
Henriksson et al. was excluded due to
the study population not being
specific to chronic primary pain.
The final two studies in your comment
relate to mechanisms of action rather
than being studies of effectiveness.

The evidence reviewed for
mindfulness for chronic primary pain
in this guideline was not sufficient to
inform a recommendation, however
the committee agreed results were
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If the chronic neck pain evidence is included this would
support the inclusion of other chronic musculoskeletal
conditions such as shoulder pain (Holmgren, Bjornsson
Hallgren et al. 2012, Maenhout, Mahieu et al. 2013,
Littlewood, Bateman et al. 2016)achilles pain (Silbernagel,
Thomee et al. 2001, Norregaard, Larsen et al. 2007)and
plantar heel pain (Rathleff, Molgaard et al. 2015)which
have been excluded. For consistency, if chronic neck pain
is included in the review, so too should other specific
chronic musculoskeletal conditions.

Holmgren, T., et al. (2012). "Effect of specific exercise
strategy on need for surgery in patients with subacromial
impingement syndrome: randomised controlled study."
BMJ344(feb20 1): e787.

Littlewood, C,, et al. (2016). "A self-managed single
exercise programme versus usual physiotherapy
treatment for rotator cuff tendinopathy: a randomised
controlled trial (the SELF study)." Clinical
Rehabilitation30(7): 686-696.

Maenhout, A. G,, et al. (2013). "Does adding heavy load
eccentric training to rehabilitation of patients with
unilateral subacromial impingement result in better

Developer’s response

Please respond to each comment
promising and therefore
recommended further research to
inform future updates of the
guideline.
Thank you for your comment. Where
the diagnosis of shoulder pain falls
within that of chronic primary pain it
would be included in the management
reviews, however if it is due to an
underlying cause and is a chronic
secondary pain, it would not be
included in these, but would be
covered by the section of the
guideline covering all types of chronic
pain.

All of the references provided have
been checked for their relevance to
the exercise review protocol (which
was for chronic primary pain). None of
the study populations are chronic
primary pain, and therefore these are
not relevant to include. The
systematic review by Silbernagel et al.
also does not include any studies that
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outcome? A randomized, clinical trial." Knee Surg Sports
Traumatol Arthrosc21(5): 1158-1167.

Norregaard, J., et al. (2007). "Eccentric exercise in
treatment of Achilles tendinopathy." Scand J Med Sci
Sports17(2): 133-138.

Rathleff, M. S,, et al. (2015). "High-load strength training
improves outcome in patients with plantar fasciitis: A
randomized controlled trial with 12-month follow-up."
Scand J Med Sci Sports25(3): €292-300.

Silbernagel, K. G., et al. (2001). "Eccentric overload
training for patients with chronic Achilles tendon pain--a
randomised controlled study with reliability testing of the
evaluation methods." Scand J Med Sci Sports11(4): 197-
206.

Another chronic musculoskeletal condition excluded is
low back pain. While the guidelines do direct the clinician
to other guidelines specifically for low back pain and
sciatica, those cited guidelines states that they do not
consider chronic low back pain separately from acute or
subacute. While there is merit in this approach is unclear
why it applies to low back pain but not neck pain.
Furthermore, this lack of consistency provides a dilemma
for the clinician managing chronic low back pain.

Developer’s response
Please respond to each comment
would be relevant to this review
protocol.

Thank you for your comment. The low
back pain guideline took the approach
that chronic and acute pain could be
managed similarly unless evidence
indicated otherwise. The scope for this
guideline was to focus on chronic pain
and for chronic primary pain only,
therefore the committee can only
comment on chronic pain in this
context. Recommendations in the low
back pain guideline should be
followed where those are appropriate.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

46 of 1236



N I c E National Institute for
Health and Care Excellence

Chronic pain
Consultation on draft guideline - Stakeholder comments table
03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Page . Comments Developer’s response
No Line No Please insert each new comment in a new row Please respond to each comment

Further clarification has been
provided in the headers of each
section in the guideline and with a
visual summary to accompany the
guideline indicating what populations
are covered by each recommendation
topic. The title has also been amended
to reflect that chronic primary pain is
also a focus of this guideline. The NICE
pathway will also link to all the
relevant guidelines to enable more
easy navigation between the
recommendations for different topics.

BNF Guideline Gene | General | We have taken a look at the draft NICE guidance on the | Thank you for your comment. The

Publications ral management of primary chronic pain in individuals aged committee agreed that the evidence
16 years and over, which is currently out for consultation. | ¢4 the interventions recommended
We are in the process of writing guidance for the
management in children, based on the Scottish
Government guidelines - Management of chronic pain in
children and young people, other paediatric sources, and

Stakeholder Document

was for them as standalone
treatments. Evidence for pain
management programmes did not

expert advice; therefore we have a couple of enable a recommendation to be made
comments/questions regarding the draft guidelines which | for or against. The committee did not
we hope you are able to clarify, as follows: comment on the service delivery of

° For children, would a multidisciplinary team

approach encompass all interventions, including
pharmacological and non-pharmacological options? This
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approach is not mentioned in the draft guidelines and we
were wondering if this was being considered as part of
management in children aged 16 to 17 years?

. Would the initiation of pharmacological
treatments require specialist assessment/involvement?
This approach is not mentioned in the draft guidelines
and we were wondering if this was being considered as
part of management in children aged 16 to 17 years?

. For the pharmacological management, the draft
guidelines suggest the use of antidepressants off-label
(Recommendation 1.3.8) and other pharmacological
therapies are not recommended (Recommendation
1.3.11). We understand that the use of paracetamol and
non-steroidal anti-inflammatory drugs would likely have
been trialled in the acute phase and not continued in
chronic pain if ineffective. However, we were wondering
at what point in the management of chronic pain would
the antidepressant be started (such as after trialling or at
the same time as non-pharmacological options)?

. Given that the use of antidepressants in chronic
pain is off-label, will their use only be initiated following
review/advice of a pain specialist?

We would also ask the committee to consider referencing
NICE SCS TA159 within the document (section 1.2
available guidance). Given the complex nature of chronic
pain highlighting a broader array of possible resources may

Developer’s response
Please respond to each comment
the interventions, which can be
determined locally.

On consideration of the stakeholder
comments the committee agreed it
was appropriate for the
recommendation for antidepressants
to be for people aged 18 and over. A
separate recommendation has been
added to state that specialist advice
should be sought if considering
pharmacological treatment for people
aged 16 and 17.

Thank you for your comment. This list
is not exhaustive, but links to the most
directly relevant guidelines to
consider.
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support decision making within the primary care
environment.

Stakeholder Document

NICE TA159:

https://www.nice.org.uk/guidance/tal59/chapter/1-

Guidance
Boston Guideline 028 | 003 We would ask the committee to reconsider its wording of | Thank you for your comment. The
Scientific Ltd the below statement describing current practice. We | context section has been revised and

acknowledge the complexity of chronic pain but believe | this section has been removed.
therapies such as SCS are capable of delivering meaningful
and sustained patient benefit. Furthermore, the
development of GP referral tools (e-tool reference link
below) may further optimise utilisation of this intervention.

Current practice: There is no medical intervention,
pharmacological or non-pharmacological, that is helpful for
more than a minority of people with chronic pain, and benefits
of treatments are modest in terms of effect size and duration.
Additional morbidity resulting from treatment for chronic pain
is not unusual, so it is important to evaluate the treatments
we offer for chronic pain, to focus resources appropriately and
to minimise harm.

https://onlinelibrary.wiley.com/doi/epdf/10.1002/ejp.15
62
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We ask the committee to consider adding a guidance
statement that highlights the need for
specialist/secondary care referral when indicated; to
support primary care decision making and facilitate timely
and appropriate referrals when indicated.

This is consistent with other NICE guidance including:
=  Low back pain and sciatica overview:
https://pathways.nice.org.uk/pathways/low-
back-pain-and-sciatica
= Neuropathic pain in adults: pharmacological
management in non-specialist settings:
https://www.nice.org.uk/guidance/cg173

Developer’s response
Please respond to each comment

Thank you for your comment. The
committee agree that specialist
assessment for diagnosis and
management of chronic primary pain
is not required for most people.
Healthcare professionals in primary
care should feel confident to be able
to distinguish between pain secondary
to underlying disease and chronic
primary pain and can carry out these
assessments in most cases. However,
it is recognised that distinguishing
between primary pain and pain
secondary to other causes can be
difficult, so if doubt exists referral for
specialist advice or assessment might
need to be considered. The committee
have included one recommendation
to seek specialist advice if
pharmacological management is being
considered for young adults aged 16-
17.
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We welcome the more nuanced discussion of sham
acupuncture than has generally been seen in NICE
guidelines

The evidence review found acupuncture to be clinically
superior to sham as well as usual care, making it easy for
the committee to endorse it. This was not the case for
low back pain (the 2016 version), osteoarthritis or
depression (though the final version remains to be seen),
and the question remains why the sham comparison is
afforded such importance for acupuncture reviews but
not those for exercise, manual or psychological therapies.
In that acupuncture is a complex intervention with no
specifically identifiable mechanism of action, it aligns
much more closely with the above treatments than with
pharmaceuticals, where a placebo comparator is a
feasible and useful option. Given the discussion on page
49 concerning the contrast with the low back pain
guideline, we would assume that, if acupuncture had not
cleared the minimal important difference hurdle in
relation to sham, then the conclusions of the committee
would have been very different. We believe that the
acupuncture-sham focus introduces a potential bias
against acupuncture in the way in which evidence is
interpreted and recommendations made across the range
of possible interventions.

Developer’s response
Please respond to each comment
Thank you for your comment.

Thank you for your comment. Ideally
there would be evidence of
treatment-specific effects for any
intervention provided by the NHS.
However, exercise, manual therapies
and psychological therapies were not
considered to have an appropriate
placebo and so the approach taken for
acupuncture was not considered
possible for these interventions.
Attention control was used in some
studies of psychological therapies but
this was not considered to
approximate sham and was not
frequently done.

As you note in this evidence-base
there was benefit with acupuncture
over both sham and usual care and
acupuncture has been recommended.
We are unable to comment on
decision-making by other guideline
committees.
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Evidence 045 026- We welcome the committee’s view that the variable
review G 029 interventions across studies reflect typical variation in
practice, and that this lack of standardisation was not
taken to be an impediment to recommending
acupuncture (as has sometimes been the case previously)
Evidence 045- | 007- Group acupuncture is mentioned in the introductory
review G 048 027 section as an alternative delivery mode but this is not
considered as an option in the economic evaluation. So
called multibed clinics would substantially reduce the
intervention costs, with at least 3-4 patients treated per
practitioner per hour.
Guideline Gene | General | We welcome the committee’s work in this extensive and
ral important area and particularly the recommendation for
acupuncture
Guideline Gene | General | We are well aware of the opposition in some quarters
ral that was provoked by the endorsement of acupuncture in

the 2009 low back pain guideline, and the fact that there
was not a large take-up subsequently in primary care. Is
there any reason to think that things will be different this
time, especially given the resource implications and the
apparently perilous state of NHS finances? We would
suggest that considerable effort will need to go into
promoting these guidelines for clinical practice.
Educational programmes may be required to help GPs
and service commissioners understand which patients
may benefit most from acupuncture and what

Developer’s response
Please respond to each comment
Thank you for your comment.

Thank you for your comment.
Sensitivity analysis 7 in the cost
effectiveness analysis explored lower
costs of acupuncture due to people
receiving acupuncture in synchrony.
The details of this are provided in the
‘Acupuncture modelling report’.
Thank you for your comment.

Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
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acupuncture resources are available, and with what
characteristics. Also professional acupuncturists will need
help in understanding how they might work with
orthodox health care professionals that wish to refer
chronic pain patients.

British Guideline Gene | General | The definition of chronic primary pain is such that
Acupuncture ral conditions like chronic low back pain would presumably
Council have been included here if not already covered in existing

guidance. Even as it is, low back pain is commonly
comorbid with various other painful conditions, so it is
entirely feasible that there will be patients for whom two
(or more) different guidelines will be relevant. Given that
the recommendations on certain treatments (e.g.
acupuncture) differ between guidelines how will this be
managed?

Developer’s response

Please respond to each comment
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment. The
committee acknowledge that types of
chronic pain, and chronic primary
pain, can coexist. Where there is
overlap, clinical judgement should be
used to determine the appropriate
treatment option relevant to the
guidance for the type of pain they are
treating.
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Many of our patients with chronic pain use combinations
of acupuncture and medication, including various of the
drugs that will no longer be supported. Although we
welcome the shift away from pharmacological
interventions there is no doubt that a particular drug may
be useful as part of a package of measures for a given
individual. There is some evidence that adjunctive
acupuncture may reduce drug side effects. It may also
help people who experience distressing symptoms when
withdrawing from addictive drugs such as opioids.

The rationale for using a three month timeframe is
discussed, but most psychological therapies for persistent
pain would take longer than three months to have their
full expected effect, since improvement after completing
the active intervention is usually expected. For example
someone who is very physically de-conditioned may take
some time to learn new approaches to becoming more
active, with further time required to reach full potential;
someone who has been very socially isolated may take

Developer’s response

Please respond to each comment
Thank you for your comment.
Combinations of acupuncture and
pharmacological treatment were not
considered as interventions of interest
within the reviews of either
intervention included in this guideline.
It is the view of the committee that
there is no reason to suggest that the
medicines will be any more effective if
offered in combination with a non-
pharmacological therapy however.
This review only looked at the use of
acupuncture for the management of
chronic primary pain and so we
cannot comment on its role in
withdrawal.
Thank you for your comment. This
review was for chronic primary pain
only, rather than all types of chronic
pain. The references of the systematic
reviews you highlight were checked
for any studies relevant to this review
protocol. No new studies were
identified. The evidence reviewed for
mindfulness for chronic primary pain
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longer than three months to develop new social activities
and improve pain management/quality of life as a result.

The evidence review suggests that the ACT interventions
are often carried out by ACT and CBT trained therapists,
which would be expected. It could be made clearer in the
guidelines that CBT and ACT are not completely distinct
therapies, rather that they have theoretical and practice
elements in common as well as important differences in
some of the approach. There is a similar implication that
behavioural interventions are separate, rather than a
subset of cognitive and behavioural interventions. The
concern being that if this is not clearer, it could lead to
misunderstandings, for example, when commissioning
training and services.

Developer’s response

Please respond to each comment
in this guideline was not sufficient to
inform a recommendation, however
the committee agreed results were
promising and therefore
recommended further research to
inform future updates of the
guideline.
Thank you for your comment. The
committee agree there are
overlapping elements and approaches
in the different psychological
therapies considered in the guideline
review, however when setting the
protocol it was considered that they
are sometimes offered as distinct
therapies and all needed to be
reviewed. The committee agreed that
healthcare professionals
implementing these
recommendations and delivering the
therapies would have an
understanding of the therapies and
further detail on the overlapping
elements and theories behind them
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Guideline

004

general

The assessment process as described does not appear to
take into account the history, development, course of the
pain itself and what has already been tried; what
medications are prescribed; and what is actually being
taken and how

guideline

guideline

007

018

002

020

We welcome the guideline recommending psychological
therapy, specifically CBT and ACT. The guideline does
mention that the level of training of the therapist may
have an impact on outcomes; however, there was no
recommendation as to what level should be required.

The guideline mentions that ‘psychotherapy’ is not
recommended but not which type(s). Since cognitive-
behavioural psychotherapy and Acceptance and
Commitment therapy are both recommended, this is
confusing and could be unhelpful.

Developer’s response
Please respond to each comment

was beyond the remit of this
guideline.
Thank you for your comment. The
committee agreed these are
important factors to consider.
Additional recommendations have
been added to this section to address
these issues.

Thank you for your comment. The
evidence reviewed did not inform
what level of training was required.
The guideline recommendations
assume that all people delivering the
interventions recommended should
be appropriately trained to do so. This
has been added to the
recommendation for clarity.

Thank you for your comment. The
review covered psycho-dynamic and
psycho-analytic psychotherapy within
the broader heading of
psychotherapy. Both CBT and ACT
were considered as separate
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It would be helpful if the guidance included comments on
which pharmacological interventions are useful in
shorter-term pain, since the difficulties described often
seem to arise from well-intentioned shorter term
prescribing which, after some time, then leaves the
person with pain needing to withdraw from medications
which are not recommended and are harmful in longer
term use.

Overall, the guidance could address more fully the way
that many people with pain have followed health care
advice which may have been helpful had their pain been
short term; but the promotion of self-management and
non=pharmacological approaches tends not to occur until
it is already chronic; so reducing the likelihood of pain
becoming chronic in conditions where this is possible
could be emphasised more.

Developer’s response

Please respond to each comment
interventions. This is detailed in the
PICO table at the beginning of the
evidence review and in the full
protocol in appendix A. The only
psychotherapy evidence identified
was for psychodynamic
psychotherapy. This has been clarified
in the discussion of the evidence and
in the research recommendation.
Thank you for your comment. The
committee agree that the intended
short term use of these medicines can
result in longer term use and result in
harms. They considered that there is
no evidence that the interventions not
recommended for chronic primary
pain are any more effective for short
term use for a flare up of the same
painful condition. The evidence
reviewed included short and longer
term follow up and for these
interventions benefit wasn’t seen in
the short term either. The committee
did agree it is important to add
recommendations for flare up of pain
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British Guideline gene | general | While the guideline does reference the Patient
Association ral Experience guideline, which did include an equality
for impact assessment, the guideline should include specific
Behavioural reference to how inequalities affect people who have
and Cognitive chronic pain. There seemed to be no guidance about the
Psychotherapi disproportionate impact of persistent pain on minority
es communities; the role of socio-economic deprivation and

discrimination on outcomes in pain; nor guidance on
specific training for health care professionals who work
with people who have pain on working with diversity and

Developer’s response

Please respond to each comment
however and have now added a
recommendation including
considering investigation of new
symptoms and any factors
contributing to the flare-up (for
example, stressful life events).
Recommendations have also been
included for considerations in people
who are already receiving these
medicines. These include explaining
the lack of evidence of effectiveness;
the risks of continuing harmful
medication; encouraging people to
stop or reduce use if they are
reporting little benefit or significant
harms.
Thank you for your comment. An
equality impact assessment has been
completed for this guideline and is
available on the guideline webpage.
The committee agreed that the
recommendations should equally
apply to all groups, and did not
discriminate against any particular
group. Separate recommendations
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awareness of bias in types of treatment offered to
different communities. There could also be reference to
cross-cultural differences in the way that pain is
understood and the way that psychological treatments to
help with chronic pain are engaged with. One possible
reference to help with this is the IAPT/BABCP Postive
Practice Guide available here:
https://www.babcp.com/files/IAPT-BAME-PPG-
2019.pdf
The principles mentioned in the guideline development
process on patient experience mentions ‘unlawful
discrimination’; this does not address those systemic
issues which affect chronic pain outcomes; there should
at least be consideration of these factors more overtly,
and probably a research recommendation.

British guideline gene | general | The assessment process described did not look at
Association ral excluding other causes for the persistent pain condition;
for and it may be helpful to state more overtly that
Behavioural reasonable investigations will have been completed to
and Cognitive reach a conclusion that it is primary chronic pain.
Psychotherapi

es

British guideline gene | general | The guidance mentions the aim of pain reduction
Association ral throughout. Our current understanding of the evidence is
for that this is probably not a helpful measure of outcome for
Behavioural people with persistent pain, and that quality of life

Developer’s response

Please respond to each comment
were not thought necessary for any of
these groups, however the committee
do agree these factors need to be
considered in the assessment of
people with chronic pain and included
a recommendation highlighting this:
1.1.7 Be sensitive to the person’s
socioeconomic, cultural and ethnic
background, and faith group, and
think about how these might influence
their symptoms, understanding and
choice of management.

Thank you for your comment. The
assessment recommendations have
now been amended to include
consideration of other causes of the
pain and when to consider a diagnosis
of chronic primary pain.

Thank you for your comment. When
setting the protocol the committee
agreed the outcomes that were critical
and important for decision making.
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measures without measuring pain intensity would give a
more useful measure. Is it possible that the aim to reduce
pain intensity may give an unhelpful impression from
outcome studies, particularly in non-biomedical
interventions.

This is a sensible approach, but it must be applied fairly to
all interventions. This approach was not applied fairly in
NG59. It looks as though you have applied this more
fairly in this guideline and that is to be commended.

Witt 2006 (b) ref 33

Please note that the design of this study was such that by
24 weeks follow-up, both groups had received 12 weeks
acupuncture treatment, so it is inappropriate to use the

Developer’s response

Please respond to each comment
The committee agree that the primary
goal of interventions for chronic
primary pain is often not to reduce
pain.
For this review pain reduction was
rated as an important outcome, but
pain self-efficacy and pain
interference were rated as critical.
Other critical outcomes were quality
of life, physical function and
psychological distress. These are
detailed in the protocol in the
evidence review chapter (Evidence
review F). The committee considered
the body of evidence across all of the
outcomes when making decisions
about the recommendation.
Thank you.

Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
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24-week time point from this trial for calculations of
long-term cost-effectiveness.

Witt 2006 (c)

Please note that the EQ-5D value for usual care has risen
from 0.71 at 12 weeks to 0.79 at 24 weeks. This is
because by this stage in the trial, the usual care group has
received 12 weeks of acupuncture treatment. It can only
act as a usual care comparator up to the 12-week
outcomes.

Witt 2006 (b)

This figure nicely illustrates a difference in EQ-5D value
at 12 weeks that disappears at 24 weeks. The red line
from O to 12 weeks is similar to the blue line from 12 to
24 weeks. This is because the groups both received
acupuncture over these periods. So, it is inappropriate to
use the 24-week time point from this trial for calculations
of long-term cost-effectiveness of acupuncture.

Witt 2006

This figure nicely illustrates the dramatic drop in the EQ-
5D value difference between groups from 12 to 24
weeks. This is because the usual care group received
acupuncture over this period and caught up with the
group that had been given acupuncture at the start of the
trial. So, it is inappropriate to use the 24-week time point

Developer’s response

Please respond to each comment
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
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from this trial for calculations of long-term cost-
effectiveness of acupuncture.

The 24-week data from Witt 2006 should be excluded
from this figure because the comparison is between two
groups that had by that time both received 12 weeks of
acupuncture treatment.

Vickers 2018 did state that the effect size for
acupuncture in neck pain appeared to reduce, whereas it
was maintained in other chronic pain conditions. |
investigated the papers concerned and found that the
principal effect here came from one paper (Vas et al
2006) in which the effect of acupuncture on neck pain
was maintained over 6 months, but the control group
improved by some 40% over this period, narrowing the
difference between treatment and control, and giving the
false impression of a reduction in the acupuncture effect.
See my research blog:
https://bmas.blog/2018/10/10/the-acupuncture-
trialists-collaboration-ipdm-update-2017/

If the 24-week data from Witt 2006 has been included in
this figure then it does not represent a true picture of the
EQ-5D gain over time, since both groups had received
acupuncture treatment at this time point.

Developer’s response

Please respond to each comment
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for this information. The
analysis you refer to is of studies of
acupuncture compared to sham. The
analysis using studies comparing
acupuncture to no acupuncture also
showed a trend for reducing effect
size with time. This sentence has
edited to clarify this.

Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
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If the 24-week data from Witt 2006 has been included in
this figure then it does not represent a true picture of the
EQ-5D gain over time, since both groups had received
acupuncture treatment at this time point.

If the 24-week data from Witt 2006 has been included in
this figure then it does not represent a true picture of the
EQ-5D gain over time, since both groups had received
acupuncture treatment at this time point.

If the 24-week data from Witt 2006 has been included in
this figure then it does not represent a true picture of the
EQ-5D gain over time, since both groups had received
acupuncture treatment at this time point.

Developer’s response

Please respond to each comment
treatment effect was also updated.
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
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The 24-week data from Witt 2006 has been included in
this Table. It does not represent a true picture of the EQ-
5D gain over time, since both groups had received
acupuncture treatment at this time point.

The 24-week data from Witt 2006 has been included in
this Table. It does not represent a true picture of the EQ-
5D gain over time, since both groups had received
acupuncture treatment at this time point.

The 24-week data from Witt 2006 has been included in
this Table. It does not represent a true picture of the EQ-
5D gain over time, since both groups had received
acupuncture treatment at this time point.

Developer’s response

Please respond to each comment
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
effectiveness of acupuncture were not
affected.
Thank you for highlighting this. The
Witt 24-week data has been removed
from the cost effectiveness analysis.
The method for analysing post-
treatment effect was also updated.
Conclusions regarding the cost
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The GRADE quality of evidence is downgraded for
inconsistency despite the clear clinical heterogeneity you
have acknowledged (see 17 above).

In Guideline appendices - Methods (page 23; line 2) you
state that inconsistency refers to unexplained
heterogeneity.

In Guideline appendices - Methods (page 23; lines 5-7)
you state that the quality of evidence is downgraded only
where there is no plausible explanation for heterogeneity.
Therefore, the quality of evidence here should be graded
as low not very low.

Here you acknowledge the range of different (hence
clinically heterogenous) sham procedures which were
pooled in the analysis of acupuncture versus sham. Under
these circumstances you have acknowledged the
presence of clinical heterogeneity with the comparisons
that have been pooled in the analysis; therefore,
statistical heterogeneity should not result in downgrading
of evidence for inconsistency.

Developer’s response

Please respond to each comment
effectiveness of acupuncture were not
affected.
Thank you for your comment. The
observed heterogeneity was explored
with subgroup analysis (including for
type of chronic primary pain and
acupuncture vs dry needling) but this
did not explain heterogeneity. The
meta-analysis has therefore been
presented as random effects and
evidence downgraded for
inconsistency. This is as per the
statement in the methods.
Thank you for your comment. We
agree there were a range of different
sham procedures used. This was not
pre-specified subgroup analysis within
the review, so we cannot confirm
whether the difference in types of
sham explain the heterogeneity.
Exploration of the pre-specified
subgroup analysis (including
acupuncture vs dry needling and types
of chronic primary pain) did not
explain the heterogeneity, and
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British Medical | Evidence 048 9-13 This section explains why a ‘consider’ recommendation
Acupuncture review G - was made for acupuncture rather than an ‘offer’
Society Acupunctur recommendation. The reasons stated are doubts about
e long-term effects and long-term cost effectiveness. In

view of my comments above, and the fact that the data
supporting an ‘offer’ recommendation for exercise is not
better than that for acupuncture, | would ask the GDG to
consider strengthening the recommendation for
acupuncture to ‘offer’ or reducing that for exercise to
‘consider’. This would seem to me to be the most
equitable and unbiased outcome from the data
presented.

| should note in addition that whilst the efficacy of
acupuncture over sham has been established, that for
exercise (ie the efficacy over a sham) has not.

The draft of NG59 included sham controlled data for
exercise, but this was removed when it was pointed out
that exercise was no better than the sham. It should not
be assumed that exercise is without risk, and therefore
efficacy data should be funded and sought where
possible. The NICE approach continues to overlook this,
and show bias in favour of exercise approaches.

Developer’s response

Please respond to each comment
therefore the quality is downgraded
accordingly.
Thank you for your comment. A
number of factors led the committee
to conclude that a stronger
recommendation was warranted for
exercise than acupuncture. There was
evidence of benefits for longer term
outcomes (>3 months) for exercise but
evidence of longer terms effects was
more limited for acupuncture.
Exercise is also currently used as part
of the management of people with
chronic primary pain in the NHS unlike
acupuncture and so a
recommendation for acupuncture was
considered a bigger change in practice
that is likely to have a bigger resource
impact. In addition, physical activity is
well established to have benefits to
health in general. It is acknowledged
that there is no evidence that
demonstrates a treatment-specific
effect of exercise but there was not
considered to be an adequate placebo
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Society Acupunctur 35
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British Medical | Evidence 175 Figure 8
Acupuncture review G -
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e

Comments
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Couto is misspelt in several Forest plots in this section

Couto 2014 data is correctly entered; however, the
narrative of this paper clearly states that acupuncture
group (MDIMST) was associated with improvements in
mental health.

I quote from Couto 2014 discussion on page 221 of the
paper: “The MDIMST group exhibited greater
improvements with respect to general physical and
mental health.”

| suspect that the authors may have inadvertently
reversed the scoring system for the mental health
component in their translated version of the SF-12 (the
study was carried out in Brazil).

You could perform a sensitivity analysis by inverting the
figures for Couto 2014 (subtracting them from 100), and
then | guess the results will be very similar to those of
Vas 2016, and the pooled figure will have no
heterogeneity. This would mean that the pooled result in
the GRADE summary (page 20 row 5) should not be
downgraded for inconsistency.

Developer’s response
Please respond to each comment
control for exercise that would allow
this to be assessed.
Thank you for your comment. This has
now been corrected.

Thank you for your comment. The
author state in the results section “At
the end of the study, the physical
health

composite score was higher for the
MDIMST and LTrP-I

groups than the sham-treated group
(P<0.01), and the

mental health composite score was
lower for MDIMST

(P <0.03; Table 2).” This is consistent
with the results reported in table 2
and those analysed. It is these data
that are used in the analysis in the
guideline review and appear to be
correct. It is likely that the statement
in their discussion misreports these
results.
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| agree that wherever possible NHS provision of
acupuncture should be in a community setting; however,
the BMAS has collaborated with NHS colleagues at the
Royal London Hospital for Integrated Medicine (RLHIM)
providing low-cost services and nurse-led group
acupuncture clinics in what has become a centre of
excellence for training and a potential model for service
design in the community. This would be at risk if the
guideline did not allow exceptions for such centres of
excellence.

Since this “only if” recommendation is driven by cost,
perhaps more flexibility would be gained by allowing
other provision at the same cost eg consider a course of
acupuncture..., but only if delivered in a community
setting by a band 7 (or lower) healthcare professional of
no more than 5 hours of healthcare professional time OR
only if treatment can be provided in other settings for the
same cost.

Congratulations on producing this draft guideline, which
represents an enormous amount of work.

A single standard of evidence appears to have been
applied to almost all interventions. This is a marked
improvement on the two-tier evidence standard applied
in NG59.

There is no indication that evidence has been left out in
this guideline unlike CG150, where data from direct
comparisons between acupuncture and prophylactic
drugs were excluded from the network meta-analysis.

Developer’s response
Please respond to each comment

Thank you. The recommendation has
been reworded slightly following
consideration of stakeholder
comments to include specifying that
alternative service configurations for
delivering acupuncture can be
considered, provided that it can be
delivered for the same cost. This
allows for local commissioning to
structure services differently and aid
implementation.

Thank you for your comment.
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The economic modelling compares acupuncture to usual
care rather than to sham acupuncture. This is a sensible
improvement on CG59 where economic modelling was
based on comparisons of acupuncture and sham
acupuncture as well as usual care.

This guideline will encourage the development of
community acupuncture provision, and this can be
achieved at low cost. BMAS members have published a
number of audits demonstrating successful provision of
acupuncture in primary care, including community-based
nurse-led group clinics for chronic pain.

Shared decision aids are a good tool if they can be used
properly. It is vital that clinicians have adequate time to
use them effectively. This should involve a multi-
disciplinary team including nursing colleagues and
pharmacists as this is one of the Primary Care Network
Direct Enhanced Service specifications and has been
funded accordingly.

It is important that GPs are supported and not penalised

for managing pain to reduce the number of prescriptions.

A focus on trauma-based therapy is missing from the
psychological therapy section.

Developer’s response
Please respond to each comment

Thank you for your comment.

Thank you for your comment. The
committee agree that GPs should be
supported in implementing the
recommendations.

Thank you for your comment. The
psychological therapies included in the
review were those prioritised by the
committee as those most commonly
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Comments
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We remain unconvinced by the new evidence presented
since NICE rejected support for acupuncture in CG59.
We would suggest more research is needed.

Chronic pain management presents a significant
challenge. This draft guidance seems to highlight the
complexities and limitations in its management, however,

Developer’s response

Please respond to each comment
used in the management of chronic
primary pain.
Thank you for your comment. The
committee were aware of the
recommendation and evidence review
underpinning the recommendation in
NG59. The review for this guideline
excluded evidence in people with low
back pain and therefore included a
different evidence base. The evidence
in this review for chronic primary pain
was more favourable for acupuncture
than that in NG59 for low back pain
and sciatica and was supported by a
large evidence base. Consistent
benefits were observed for quality of
life, and pain compared to sham and
usual care as well as some benefits in
function and psychological distress. De
novo economic modelling also
supported the recommendation for
chronic primary pain demonstrating it
to be cost effective.
Thank you for your comment. The
recommendations in the guideline
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rather than offer solutions it appears to raise more
questions, especially around the usefulness of pain
management programmes.

It also calls for research into many areas, which is
welcome, but the delay in research findings will mean
pressure on clinicians to continue to manage these
complicated patients without adequate support and with
limited treatments available.

Developer’s response

Please respond to each comment
demonstrate where there is evidence
that treatments are effective for
chronic primary pain. The guideline
also recommends against treatments
where the evidence of harm
outweighs that of benefit, or there is
no evidence of benefit. For pain
management programmes the
committee agreed the evidence
reviewed did not enable a
recommendation to be made for or
against their use. Where the reviews
of the evidence identify potential
benefit from a treatment that is not
sufficient to inform a
recommendation, this can be
highlighted by making a research
recommendation on the topic. The
committee agreed that was
appropriate to do for a number of
interventions. NICE research
recommendations are reviewed
regularly by the NIHR to help facilitate
their funding and uptake.
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British Medical | Guideline 015 General | For people sitting at home doing nothing except thinking
Association about their pain, social intervention can be powerful and
loneliness and social exclusion play an important part as
well.

Where patient appropriate, digital connectivity / group
support / online platforms, which could be regional,
national or local for patients - sharing experiences and
getting validation and understanding might also be

helpful.
British Medical | Guideline 016- | General | Itis vital that evidence-based pain management services
Association 017 are widely available in the community. Access to these

services across the country is variable and this must be
addressed. Multi-disciplinary teams across primary and
secondary care must be involved in this including nursing
and pharmacy colleagues.

There is also a risk that specialist pain services will be
overwhelmed by referrals from GPs who need to take
patients off these medications and where there are few
other options. There is a need to consider the capacity of
the NHS to cope with the resulting changes in clinical
practice, before publishing guidelines like these.

Developer’s response
Please respond to each comment

Thank you for your comment. No
evidence was identified for social
interventions for people with chronic
pain. The committee agreed that
research in this area is important and
have included a research
recommendation on this topic.

Thank you for your comment. The
review of evidence for pain
management programmes was
considered in light of stakeholder
comments and it was agreed that for
consistency with other management
topics in the guideline a post-hoc
sensitivity analysis would be
undertaken to separate evidence
specifically for chronic primary pain.
The evidence in the review is now
presented separately for chronic
primary pain and other types of
chronic pain (including mixed types of
chronic pain). The committee agree
that the evidence reviewed within the
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guideline did not inform a
recommendation for or against pain
management programmes. For
chronic primary pain the committee
agreed that the majority of evidence
did not show a benefit for quality of
life, and no benefit was observed for
any other outcome.

The evidence for other types of
chronic pain demonstrated a more
favourable benefit for quality of life,
but it was noted this was primarily for
low back pain and was not
representative of all chronic pain. The
guideline cross refers to related NICE
guidelines for management where
appropriate for the type of chronic
pain being treated.

The guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
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The lack of access to alternatives, with very long waiting
times and significant thresholds for acceptance of
referrals makes it currently impractical for the large
number of patients who would need to access these
services.

advisory committees

Developer’s response

Please respond to each comment
guideline. However, this will ensure
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
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There is no mention of group support so that people can
benefit from others with same problems.

We welcome the mention of continuity of care and
knowledge of the patient. This should be emphasised and
made stronger.

Throughout the guidance, the terms chronic pain and
chronic primary pain are used interchangeably. Chronic
pain with an identified cause (such as significant
osteoarthiritis) may exist in the same patients as chronic
primary pain. We feel that this will cause significant
confusion amongst health care practitioners and
commissioners of services and therefore the two should
be defined and used consistently throughout. In addition,
the guidelines should make it clear that continued

Developer’s response

Please respond to each comment
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment. There
was no evidence identified to
recommend support groups. Peer led
pain management programmes were
included within the review, but there
was insufficient evidence to
recommend these.
Thank you for your comment. The
committee agree these are important
factors to consider. This section has
been amended and where possible
these points have been emphasised.
Thank you for your comment. We
agree that it is important this
guideline is clearly labelled; definitions
are clear and that there are relevant
signposts to other guidance where
appropriate. In consideration of the
stakeholder comments received we
have renamed the guideline and
added subheadings throughout as well
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Society 013 003
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investigation to try to identify an underlying cause is
important.

We welcome most of the list of what not to offer to
manage chronic pain, in particular benzodiazepines,
opiates and gabapentinoids. The recommendation not to
offer medication or other therapies must be in the
context of no other concomitant painful conditions for
which there is an anatomical explanation. In our view this
will be beneficial and will help clinicians when managing
patients on large amounts of addictive medicines.

Preventing long-term dependence is preferable to
managing withdrawal which can be difficult.

The BPS Healthcare Professional members survey free text
comments (n=151), were analysed guided by the framework
of the NICE guidelines.

Respondents were asked about the recommendations
with regards Research:

“l agree it would be great to see more research in chronic
pain but we all know it just doesn't happen. Our patients
are varied and complex they do not make great test

subjects and randomised control trails are difficult to do.”

Developer’s response

Please respond to each comment
as adding wording to relevant
recommendations in order to clarify
and avoid any misinterpretation.
Further detail about the definition of
chronic primary pain has been
included on the overview page and in
the context section which is now
placed at the start of the guideline,
and a visual summary has been
added clarifying what populations are
covered by each recommendation.

Thank you for your comment. All NICE
research recommendations are
reviewed by the NIHR and help inform
their future funding streams.
Highlighting areas where research is
required also helps inform other
research funders of priority areas. The
committee agree that trials on
complex conditions do require some
extra considerations, but are still
feasible and should be highlighted
where research is required.
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There is concern this Guideline will reduce the life
expectancy and quality of life for patients with
autoimmune and auto-inflammatory disease. In particular,
patients with diseases which are not currently covered by
other areas of NICE Guidance such as Gout, Calcium
Pyrophosphate Disease, Polymyalgia rheumatica,
Systemic Lupus Erythematosus, Vasculitis, Myositis,
Systemic Sclerosis and the multitude of other rarer auto-
inflammatory and autoimmune diseases. Such diseases
can be particularly difficult to diagnose. Patients with SLE
suffer significant delays to their diagnosis and their
outcomes are needlessly worse. Patients with Gout
similarly have poor management in Primary Care in the
UK.

The recommendation does not mention diagnosis and
does not emphasise the impact upon a patient of
identifying the important and treatable diseases; and
providing appropriate management. The risk that
undermining the diagnostic core function of the
healthcare-patient relationship is huge. Missed diagnoses
are costly for both the individual patient as well as the
healthcare service. The costs include both financial with
missed workdays, presenteeism and loss of employment.
They also include death, organ-failure, dialysis and
increased medication as irreversible damage accumulates
for patients with untreated inflammatory disease.
Litigation costs will also increase. The Guideline validates

Developer’s response

Please respond to each comment
Thank you for your comment. A
recommendation has been added for
when to consider a diagnosis of
chronic primary pain. Specific
investigations to rule out other
conditions were not within the scope
of this guideline and therefore the
committee can’t comment on these
but they do note in the
recommendation that chronic primary
pain should be considered when there
are no obvious underlying (secondary)
causes.
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Healthcare Professionals to ignore investigating for a
diagnosis.
British Society | Guideline 006 001 & It is surprising to see the caution about inconsistency of
for 011 evidence on effectiveness of pain management

Rheumatology

programmes in contrast to the strong recommendation
made for offering supervised group exercise
programmes.Real world evidence from multiple Pain
Management Programmes across the country
demonstrate their effectiveness. Time and again, pain
scores and quality of life scores move in the right
direction. Employment increases after Pain Management
Programmes.

As is pointed out by the committee (evidence review C),
pain management programme (PMP) is a very broad term
and in some cases, it may not differ very much to a group
exercise programme perhaps offering a combination of
cardiovascular, strength and mind-body exercises) and
yet the guideline appears to treat them very differently.
Whilst | understand and support the call for further,
better quality research it would be helpful to frame this
more positively, without deterring people from using pain
management programmes in the meantime.Pain
Management Programmes are already commissioned and
employing Health Care Professionals, often who require
many years of specialist training. Much disruption would
be anticipated if these services were de-commissioned

Developer’s response
Please respond to each comment

Thank you for your comment. The
review of evidence for pain
management programmes was
considered in light of stakeholder
comments and it was agreed that for
consistency with other management
topics in the guideline a post-hoc
sensitivity analysis would be
undertaken to separate evidence
specifically for chronic primary pain.
The evidence in the review is now
presented separately for chronic
primary pain and other types of
chronic pain (including mixed types of
chronic pain). The committee agree
that the evidence reviewed within the
guideline did not inform a
recommendation for or against pain
management programmes. For
chronic primary pain the committee
agreed that the majority of evidence
did not show a benefit for quality of
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and it is doubtful that such services could be rapidly
reconstructed in a different setting

There is evidence that a lot of non-evidence based
practice currently takes place resulting in costly and
potentially harmful outcomes for the patient (Soni et al,
Hospitalization in fibromyalgia: a cohort-level
observational study of in-patient procedures, costs and
geographical variation in England, Rheumatology 2019)
and it would be a shame to risk increasing this by
discouraging the use of PMPs which are very unlikely to
cause harm. There will be many patients for whom other
monodisciplinary interventions have not worked and
need more intensive input, who will be left with nothing if
PMPs are removed from the options. It would be more
useful to have a suggested hierarchy of treatment options
whereby the simpler, more cost-effective are used first.

Developer’s response

Please respond to each comment
life, and no benefit was observed for
any other outcome.
The evidence for other types of
chronic pain demonstrated a more
favourable benefit for quality of life,
but it was noted this was primarily for
low back pain and was not
representative of all chronic pain. The
guideline cross refers to related NICE
guidelines for management where
appropriate for the type of chronic
pain being treated. The committee
discussed that although it may be
expected that combinations of single
interventions within a pain
management programme might result
in aggregated benefits or at least
equal benefits to those shown from
the interventions delivered
individually, this was not reflected in
the evidence. The committee
discussed that there may be a number
of possible reasons for this which
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were not apparent from this evidence
review.

The committee discussed whether
pain management programmes may
be beneficial to some people with
chronic pain and may also be cost
effective, but that the evidence did
not allow conclusions to be drawn.
Further detail of the committee’s
consideration has been added to the
rationale in the guideline.

On consideration of comments from
stakeholders regarding the extensive
amount of research there has been to
date on pain management
programmes, the committee have
decided not to recommend further
research.

The committee agreed that choice of
treatment should be based on a
holistic assessment and shared
discussion with the person to develop
a care and support plan, discussing the
risk and benefits and evidence for all
available treatments. This should be
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British Society | Guideline 007 007
for
Rheumatology

The recommendation made in this document regarding
acupuncture is potentially confusing. The first set of
recommendations for low back pain (LBP) recommended
acupuncture (which was highly controversial), however
the take-up of this was relatively poor. The second
(revised) set of LBP guidelines did not recommend
acupuncture (based on very similar evidence base)
because the committee did not think the evidence
showed a benefit of true acupuncture over sham
acupuncture. Now for chronic primary pain, the
committee is recommending acupuncture. As an example,
fibromyalgia will be one of the common diagnoses in this
group, and axial pain (back pain) is the most common area
in which people with fibromyalgia have pain. Indeed, that
might be part of the initial presentation. This means that
back pain acupuncture is not recommended (having
previously been recommended), but when it is a feature
of chronic primary pain it is recommended. This appears
to lack consistency - and indeed its of note that several
reviews in the literature disagree with the conclusion (e.g.
Perry et al (Syst Rev 2017 May 15;6(1):972017) conclude
“There was low-quality evidence that acupuncture
improves pain compared to no treatment or standard
treatment, but good evidence that it is no better than
sham acupuncture.”)

Developer’s response

Please respond to each comment
based on the person’s priorities,
abilities and goals.
Thank you for your comment. The
committee were aware of the
recommendation and evidence review
underpinning the recommendation in
the current NICE low back pain
guideline (NG59). However, the
review for this current guideline
excluded evidence in people with low
back pain and therefore included a
different evidence base. The evidence
in this review for chronic primary pain
was more favourable for acupuncture
than that in NG59 for low back pain
and sciatica and was supported by a
large evidence base. Consistent
benefits were observed for quality of
life, and pain compared to sham as
well as usual care as well as some
benefits in function and psychological
distress. De novo economic modelling
also supported the recommendation
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Regardless, the recommendation on acupuncture will be a
challenge to implement given the lack of available
resources within the NHS to provide this. It will also be
difficult to deliver in the knowledge that, even for those
who get may get a good response to the treatment, it will
have to be restricted to a very short course of treatment.
This group of patients already feel very abandoned and
not well catered for by the NHS and this
recommendation risks exaggerating this feeling. There is
evidence that acupuncture can be safely and effectively
delivered in a group setting: perhaps this format can help
to mitigate the cost.

Developer’s response

Please respond to each comment
for chronic primary pain
demonstrating it to be cost effective.
The committee acknowledge that
there will be overlap in painful
conditions in many cases. Clinical
judgement should be used to
determine the appropriate treatment
option relevant to the type of pain
being treated.
The recommendation has been
reworded slightly following
consideration of stakeholder
comments to include specifying that
alternative service configurations for
delivering acupuncture can be
considered, provided that it can be
delivered for the same cost. This
allows for local commissioning to
structure services differently and aid
implementation. A research
recommendation has been included
highlighting the need for further
research on the effectiveness of
repeat courses of acupuncture in this
population.
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Although this recommendation is reported to be
extrapolated largely on the data from the evidence on
pharmacological management in fibromyalgia, it is very
different in that it supports the use of antidepressants in
general, across different classes and for all patients. The
EULAR guidance for the management of fibromyalgia, for
example, are quite different in that they are very specific
about individual drugs that are recommended and in
which scenarios, e.g. severe sleep disturbance or low
mood, as per the holistic assessment that both guidelines
are recommending, This might be confusing and risks
promoting over medicalisation, depending on how the
guidance is interpreted.

We are concerned that this Guideline will reduce the
quality of life of patients with chronic pain by denying
them access to evidence based treatments (e.g.
gabapentinoids) which have been demonstrated in high
quality clinical trials to reduce pain and improve quality of
life in patients with fibromyalgia. The 2019 Cochrane
review for “Pregabalin for treating fibromyalgia pain in
adults” found high quality evidence that pregabalin at
daily doses of 300 to 600 mg produces a large fall in pain
in about 1 in 10 people with moderate or severe pain.
Pain reduction comes with improvements in other
symptoms, in quality of life, and in ability to function

Developer’s response

Please respond to each comment
Thank you for your comment. Whilst it
is true that a number of studies
included in the review were in women
with fibromyalgia, the evidence for
antidepressants included other
chronic primary pain populations such
a chronic pelvic pain, somatoform
pain, interstitial cystitis, chest pain
and neck pain. Heterogeneity was not
observed between types of chronic
primary pain, so the committee
agreed it provided no evidence against
making this recommendation to be for
all people with chronic primary pain.
Thank you for your comment. We
were aware of the Cochrane review by
Derry et al. when undertaking the
review and checked all of their
included studies for relevance in the
guideline review. This has been
checked again confirming there are no
studies that had been incorrectly
excluded from the guideline. The
primary difference for the included
studies is the Cochrane review
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includes enriched enrolment studies,
which are excluded from the guideline
review protocol. When setting the
protocol, the committee agreed that
studies with an enriched enrolment
design would be excluded, due to
their potential to over-estimate of an
intervention effect and lack of
generalisability of results to a wider
population. We believe this is
appropriate and a robust
methodological decision for a
guideline evidence review that is
intended to inform population based
recommendations for the NHS. The
guideline outcome on the
effectiveness of pregabalin therefore
differs from the Cochrane review
where enriched enrolment studies
were included.
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Derry S, Cording M, Wiffen PJ, Law S, Phillips T, Moore
RA. Pregabalin for pain in fibromyalgia in adults.
Cochrane Database of Systematic Reviews 2016, Issue 9.
Art. No.: CD011790. DOI:
10.1002/14651858.CD011790.pub2

Stakeholder Document

British Society | Guideline 009 | 010
for

Rheumatology

We are concerned that this Guideline will reduce the
quality of life of patients with Complex Regional Pain
Syndrome by denying them access to evidence based
treatments (e.g. steroids) which have been demonstrated
in randomised clinical trials and other publications to
reduce pain and improve quality of life in such patients.

Thank you for your comment. No
studies on the use of steroids for
people with chronic primary pain
(including CRPS) were identified that
were relevant to the review protocol.
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Kalita J, Vajpayee A, Misra UK. Comparison of
prednisolone with piroxicam in complex regional pain
syndrome following stroke: a randomized controlled
trial. QM. 2006;99(2):89-95.

Braus DF, Krauss JK, Strobel J. The shoulder-hand
syndrome after stroke: a prospective clinical trial. Ann
Neurol. 1994;36(5):728-733.

Taskaynatan MA, Ozgul A, Tan AK, Dincer K, Kalyon TA.
Bier block with methylprednisolone and lidocaine in CRPS
type I: a randomized, double-blinded, placebo-controlled
study. Reg Anesth Pain Med. 2004;29(5):408-412.

Munts AG, van der Plas AA, Ferrari MD, Teepe-Twiss IM,
Marinus J, van Hilten JJ. Efficacy and safety of a single
intrathecal methylprednisolone bolus in chronic complex
regional pain syndrome. Eur J Pain. 2010;14(5):523-528.

Christensen K, Jensen EM, Noer I. The reflex dystrophy
syndrome response to treatment with systemic
corticosteroids. Acta Chir Scand. 1982;148(8):653-655.

We are concerned that this Recommendation will reduce
patients’ engagement with physical therapies and
therefore their outcomes. For instance, one
commentator’s clinical practice in managing patients who

Developer’s response

Please respond to each comment
The review protocol only included
corticosteroids administered by
trigger point injections. This has been
added to the recommendation to
clarify that this relates to trigger point
injections only.
All of the references you provide have
been checked for their inclusion.
Kalita et al and Braus et al. were
excluded from the review because the
pain was not specified as being
chronic. Taskaynatan et al. Munts et
al. and Christensen et al. were all
excluded because they were not
trigger point injections. We also note
2 of these trials were stopped early
due to lack of efficacy, therefore
would likely not have led to a more
positive recommendation.

Thank you for your comment. The
evidence review and expert consensus
opinion of the committee did not
support the effectiveness of the
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have chronic pain relies on the use of short term
analgesics to allow patients to engage with physical
therapies. Denying such patients access to such therapies
will reduce their engagement with physical therapies
which have demonstrable benefit.

A distinction should be drawn by the Guideline between
the initiation of short term analgesia with education and
clear objectives and withdrawal plans versus the chronic
use of analgesia.

Much evidence, in particular for NSAIDs and
paracetamol, exists in demonstrating that analgesics are
helpful in the short term for patients with acute pain.
Such pain, which may have a different cause to the usual
pain experienced by patients with chronic pain, can be
improved with simple analgesics and therefore should be
made available to the patient who has chronic pain and
wishes to engage with a physical exercise program.

The description of chronic primary pain is very broad and
is likely to be confusing for clinicians. Further clarification
of the conditions involved is needed, as clinicians may

Developer’s response
Please respond to each comment
majority of pharmacological treatment
options for management of chronic
primary pain. The committee agreed
that the risk of harm outweighed the
benefits.

The committee do not agree that
there is evidence that the
interventions recommended against
for chronic primary pain are any more
effective for short term use for a flare
up of the same painful condition. The
evidence reviewed included short and
longer term follow up and for these
interventions benefit wasn’t seen in
the short term either.

The exercise recommendation and
rationale highlights the need for the
exercise offered to be tailored to the
needs and abilities of the individual to
ensure it is delivered at an acceptable
level for the person.

Thank you for your comment. The
committee agree this is important.
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feel there is a lack of clarity about which conditions the
guidelines apply to. A section at the beginning of the
document where there is greater detail, clarifying the
intended patient population would be helpful.

Additionally, it is unclear why Complex Regional Pain
Syndrome has been included.“Chronic Pain” is MG30.0
and covers (Chronic primary visceral pain; Chronic
widespread pain; chronic primary musculoskeletal pain;
chronic primary headache or orofacial pain). “Complex
Regional Pain Syndrome” is not included in Chronic Pain
and has a separate code (8D8A.0). Separate UK
Guidelines for the diagnosis and management of Complex
Regional Pain Syndrome exist and differ from the
recommendations put forward by this Guideline

Developer’s response
Please respond to each comment

Further detail about the definition of
chronic primary pain has been
included on the overview page and in
the context section which is now
placed at the start of the guideline,
and a visual summary has been added
clarifying what populations are
covered by each recommendation.

Inclusion criteria for conditions under
the umbrella term of chronic primary
pain was based on those listed in ICD-
11 at the time of development. The
committee are aware the ICD-11
categorisation is fluid and conditions
may be added or removed from this
category, however it was agreed the
population covered the relevant
conditions at the time of
development. The committee are also
aware there is current debate as to
where CRPS should be categorised,
but it is their view that it was
appropriately categorised under
chronic primary pain as although the
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In contrast to ICD-10, ICD-11 does not include a specific
code for fibromyalgia. It would fall under the category of
chronic widespread pain. This may be confusing for
people who are not aware of the relatively recent
changes and as FM is common, it may be worth adding an
explanation to this effect.

We have concerns that restricting the ‘Recommendations
for Research’ limits the research agenda. Topics such as
bariatric oxygen, anti-oxidants, and autoimmune
therapies, for example, may be equally as valid as laser
therapy or transcranial magnetic stimulation.

There is a wealth of information available as to what
psychological, biological and social factors predict
unsuccessful pain management. The guideline as it stands
fails to recognise that social factors (e.g. housing,
finances, education, literacy) are associated with chronic
pain on epidemiological studies and have been found to

Developer’s response

Please respond to each comment
mechanisms aren’t fully understood,
the similarities are such that there is
no reason not to consider this with
other types of chronic primary pain.
Thank you for your comment. We
have added fibromyalgia as an
example of a condition that is included
in the ICD-11 definition of chronic
primary pain in the ‘terms used in this
guideline’ section.

Thank you for your comment. The
recommendations for research
specifically relate to areas that have
been reviewed within the guideline
where the committee agreed more
research may be able to better inform
future updates of the guideline. They
cannot be made for interventions that
have not been considered within the
guideline reviews.

Thank you for your comment. The
guideline reviewed the evidence for
psychological, biological and social
factors. There was a lack of good
quality evidence that had undertaken
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be demonstrable in large cohort studies have not been
documented.

It is unclear why psychological factors and mental health
(e.g. anxiety, depression, catastrophisation, low self-
efficacy, emotional regulation) have not been promoted
as associated with chronic pain as demonstrated in
epidemiological and large cohort studies.

It is unclear why biological factors (e.g. severity of injury,
sex, age) have not been included as to be associated with
chronic pain in epidemiological studies and cohort
studies.

“...the evidence suggested that this is valued by people
with chronic pain. Evidence showed that discussions
about self-management often happen late in the care
pathway, or not at all.”

We have concerns this evidence is not sufficiently robust,
and perhaps anecdotal. It is important to be evidence-
based and publish this evidence to retain validity of the
Guidelines and retain engagement for implementing
them. Indeed, it is recommended that such transparency
be followed in the Development Guidelines.

Developer’s response
Please respond to each comment

multivariate analysis adjusting for
confounders. This is required to
demonstrate which factors are
independent predictors of poor
outcome rather than just showing an
association between the two factors.

Thank you for your comment. The
evidence for this statement was from
the qualitative review detailed in
Evidence review B. Confidence in the
evidence was assessed according to
methodology set out in the methods
chapter for qualitative evidence.
There was low confidence in this
finding, but the committee note in the
discussion of the evidence in the
review chapter that despite concerns
regarding data adequacy, they
decided that this was particularly
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We have concerns that patients with chronic pain will
have poorer outcomes, including quality of life and sleep
due to the phrase “the committee decided not to make a
recommendation for sleep hygiene”. It is likely that sleep
hygiene will help patient outcomes when they have
chronic pain and | cannot think that this will be harmful.
This is a low-cost intervention (often simply including
education and literature) and aligns well with patient’s
“care plan” focusing on “their priorities, strengths,
preferences, interests and abilities.” (point 1.1.5, page 5,
lines 7-8).

We would urge the Guideline group to reconsider their
negative views on this recommendation as we believe
that it will be confusing and contradictory in practice.

Developer’s response

Please respond to each comment
important to highlight as initiating this
type of discussion early on and at
subsequent consultations can make a
difference to how people are able to
manage their pain.
Thank you for your comment. The
committee discussed the evidence for
sleep hygiene and agreed that
although some benefits were
observed, this was only from 1 small
study. They considered that sleep
hygiene is also a component of CBT for
insomnia where they had made a
recommendation for further research.
This is summarised in the rationale,
highlighting that there were limited
benefits observed. The committee
agree this is an accurate reflection of
the evidence, and the inclusion of a
research recommendation is not
overly negative. The committee’s full
considerations are detailed in the
discussion of the evidence in Evidence
review F.
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Guideline

Gene
ral

General

We are pleased that an attempt has been made to
provide a definitive overview that can be widely
disseminated with appropriate resources from a body
such as NICE. The Guidelines are to be commended for
an emphasis on the scale of the problem; the complexity
of individual care; the time and resources that this cohort
of patients consume; and the focus on individual doctor-
patient relationships.

Guideline

Guideline

Gene
ral

Gene
ral

General

General

Overall there is a lack of recognition that often patients
cycle through episodes of acute pain, which may require
management with medications including steroids and
gabapentinoids, especially when therapies such as
exercise, CBT etc. have not been effective in controlling
symptoms.

In general, the application of these guidelines will require
much more resource for managing this patient group than
is currently available. Therapies will need to be better
funded in order to be confident that patients will be able
to access high quality psychological, physiotherapy input
in a timely fashion. In addition, clinicians assessing
patients will need to be able to allow the time and follow
up needed to assess and manage patients appropriately.
In addition, there isn't a network in place to ensure that
these changes are communicated to relevant parties
efficiently. Initiatives such as the MSK champions by

Developer’s response
Please respond to each comment
Thank you for your comment.

Thank you for your comment. We
have now added recommendations to
the assessment section to include
considerations when there are flare
ups of pain.

Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

91 of 1236



Chronic pain

National Institute for
Health and Care Excellence

NICE

Consultation on draft guideline - Stakeholder comments table

03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakeholder

British Society
for
Stereotactic
and Functional
Neurosurgery
(BSSFN)

British Society
for
Stereotactic
and Functional
Neurosurgery
(BSSFN)

Document

Guideline

Page
No

022

Line No

011

Comments
Please insert each new comment in a new row

Versus Arthritis could help here, but this programme is
new and has only just started.

With respect to Peripheral Electrical Nerve Stimulation
(PENS) it is stated that since the technique is not widely
used in current practice for chronic primary pain, no
further research is warranted. PENS is a relatively new
but fast developing field which is increasingly used for
the management of patients with secondary pain
syndrome. Its role in the management of chronic primary
pain has not been consistently and systematically studied
and therefore there is a need to generate clear evidence
through well conducted research, and this should be
endorsed in this document.

Guideline

Gene
ral

General

The remit of the guideline is acknowledged throughout
the document as chronic primary pain, yet the title does
not reflect this and gives the impression that the
guidelines apply to all forms of chronic pain, both primary
and secondary. To avoid confusion, it is prudent to
include the term “primary” in the title.

Developer’s response

Please respond to each comment
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment.
Research recommendations are made
based on those most likely to be high
priority to the NHS and to inform
future updates of the guideline. The
committee agreed that as at present
this is being explored as an option for
secondary chronic pain rather than
chronic primary pain, it was not a
priority area for a research
recommendation within the guideline.
Thank you for your comment. The title
has been amended to clarify that
chronic primary pain is a focus of this
guideline.
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British Society | Guideline Gene | General | ICD-11 definition of chronic primary pain encompasses a | Thank you for your comment.
for ral wide variety of conditions. Whilst these have many Inclusion criteria for conditions under
Stereotact.ic commonalities, thejre also sigr!ificant differences. Thus as | the umbrella term of chronic primary
and Functional an gxample{, there is ample evidence that co‘mp‘le.x pain was based on those listed in ICD-
Neurosurgery regional pain syndrome (CRPS), does have significant 11 at the time of development. The
(BSSFN) neuropathic elements and therefore the neuromodulation . )
strategies eg spinal cord stimulation or dorsal root committee are aware the ICD-11
ganglion stimulation can confer significant benefit to the | categorisation is fluid and conditions
patients. We therefore strongly recommend including may be added or removed from this
such neuromodulation techniques as an option in category, however it was agreed the
selected patients with chronic primary pain as judged population covered the relevant
appropriate by the pain multidisciplinary team. conditions at the time of
development. The committee are also
aware there is current debate as to
where CRPS should be categorised,
but it is their view that it was
appropriately categorised under
chronic primary pain as although the
mechanisms aren’t fully understood,
the similarities are such that there is
no reason not to consider this with
other types of chronic primary pain.
British Society | Guideline 005 005 We feel that it is vitally important at the same time to Thank you for your comment. The

of Clinical &

acknowledge that there are ways that the person can use

committee agree that self

Academic to help themselves and to never take away hope. management plays an important role.
Hypnosis A . .

recommendation has been included
(BSCAH)

National Institute for
Health and Care Excellence
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British Society | Guideline 018 026
of Clinical &

Academic

Hypnosis

(BSCAH)

These statements are incorrect. It depends, of course,
upon one’s interpretation of ‘limited’ and ‘little’, but we
argue that there is a considerable and growing body of
evidence demonstrating that hypnosis has a clinically
significant impact upon pain. The evidential strength is
now such that an international body of research scientists
and medical experts has just made representation to the
World Health Organisation, in a white paper entitled
Hypnosis for Pain Relief(De Benedittis, et al.; 2020).
Hypnosis has been employed, with apparent success, in a
variety of therapeutic domains, but it is precisely because
its impact upon pain is now so well documented that the
decision was taken that this specific use should be
presented to the WHO, in the hope that the body will see
fit to endorse the use of hypnosis in this field.

Evidence for the effectiveness of hypnosis comes from a
number of directions. Thus, there are clinical studies and
laboratory-based research findings. The latter have used a
variety of scanning techniques (PET, SPECT, fMRI) to
examine brain behaviour in response to pain, with or

Developer’s response

Please respond to each comment
to discuss the person’s strengths, and
the skills they have to manage their
pain and what helps when the pain is
difficult to control. The committee
also agreed it was important to
consider this when developing a
shared care and support plan.
Thank you for your comment. It is
important to note that the reviews for
specific interventions included in this
guideline, and the relevant
recommendations, are for the chronic
primary pain population only, rather
than all types of pain. Chronic pain
already covered in existing NICE
guideline was also excluded from the
specific intervention reviews. This is
detailed in the scope, but further
clarification has been provided in the
headers of each section in the
guideline and with a visual summary
to accompany the guideline indicating
what populations are covered by each
recommendation topic. The title has
also been amended to reflect that
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without a hypnotic intervention. Results reveal a clear
impact of hypnosis upon activity in the ‘pain matrix’, a
circuit which includes the anterior cingulate cortex, insular
and relevant somatosensory regions (e.g. Valentini, et al.;
2013). Before the advent of scanning technologies,
subjective reports could be dismissed as just that -
subjective, although with pain it is, after all, the subjective
element which is important. Now it is clear that the levels
of pain reported by experimental participants correlate
very closely with observed neural activity - activity which
is modulated by hypnosis.

There is a further observation which demonstrates the
specific impact of hypnosis. The extent of pain reduction
correlates with hypnotic susceptibility. If that were not the
case it could be argued that hypnosis was an irrelevance.
A recent review and meta-analysis of 85 research papers
(Thompson, et al.; 2019) concluded that clinically
meaningful reductions in pain ratings were achieved in
people scoring high for hypnotic susceptibility (a 42%
reduction in pain rating) and also those scoring medium
(29% reduction). Those scoring low on hypnotisability did
not achieve useful levels of pain reduction, but it should be
noted the majority of people score medium or high.

Clinically, hypnosis is used to offer relief from both acute
and chronic pain. Although the acute situations are not
directly relevant here, any successes in this field are

Developer’s response

Please respond to each comment
chronic primary pain is also a focus of
this guideline. The NICE pathway will
also link to all the relevant guidelines
to enable more easy navigation
between the recommendations for
different topics.

The rationale text refers to the
evidence that was identified relevant
to the review protocol to inform the
recommendations. In this case there
was only 1 relatively small study for
hypnosis in people with chronic
primary pain.

The references provided have all been
checked for their relevance to the
review protocol. Of those that are
primary studies, none are in chronic
primary pain and therefore do not
meet inclusion criteria for the
guideline review.
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further evidence that hypnosis modulates pain. A meta-
analysis by Montgomery, DuHamel and Redd (2000) is of
particular interest. These authors compared studies
examining the impact of hypnosis on healthy volunteers
taking part in experimental pain research, with studies that
used clinical samples receiving hypnosis for pain
management. The results revealed that ‘hypno-analgesia’
was equally effective in the laboratory and clinical settings,
producing a medium to large effect, depending upon
hypnotic susceptibility. Elkins, Jensen and Patterson
(2007) reviewed thirteen controlled prospective trials of
hypnosis for the treatment of chronic pain, that compared
outcomes from hypnosis to either baseline data or a
control condition. The findings indicate that hypnosis
interventions consistently produce significant decreases in
pain associated with a variety of chronic-pain problems.
Also, hypnosis was generally found to be more effective
than nonhypnotic interventions such as attention, physical
therapy, and education.

Stakeholder Document

Many studies report improvements in other ratings
impacted by pain, such as better sleep and reduced use of
analgesics. Moreover, at three-month follow-up the
improvement is often described as being better
maintained following hypnotic intervention. This effect
was reported by Tan et al(2014) who conducted a
randomised control trial comparing hypnosis with
biofeedback. The trials contained another variable: the
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number of hypnosis sessions. Some participants received
8 sessions (matching the number of biofeedback sessions),
but for others the number of training sessions was
reduced, instead providing patients with appropriate
recordings to listen to at home. In the most ‘impoverished’
group only two hypnosis sessions were offered.
Nevertheless, while the hypnosis conditions significantly
outperformed the 8 sessions of biofeedback, there were
no statistical differences in outcome across the various
hypnosis groups. This is an important indication that the
clinical use of hypnosis need not demand a large
investment in time.

Rather than describing further clinical trials and meta-
analyses (a MEDLINE search using ‘hypnosis + pain’
reveals 579 publications in the last decade) we conclude
by pointing out that our organisation (BSCAH) does not
admit those who are not qualified health professionals. We
are academic researchers and health professionals
(dentists, GPs, surgeons etc.) who, when appropriate,
make use of hypnosis to benefit our patients. We find it to
be clinically effective and cost effective, and urge that
NICE recommends its use as a safe, beneficial alternative
to opioid analgesics.

De Benedittis G, Abrahamsen R, Fabre C, Fang X,
Malafronte M, Naish P, Ruysschaert N, Shahidi E &
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Jensen M. (2020). Hypnosis for Pain. A White Paper
submitted to the WHO.

Valentini E, Betti V, Hu L & Aglioti S. (2013) Hypnotic
modulation of pain perception and of brain activity
triggered by nociceptive laser stimuli.Cortex. Vol 49p
446-462

Thompson T, Terhune D, Oram C, Sharangparni J, Rouf R,
Solmi M, Veronese N & Stubbs B. (2019) The
effectiveness of hypnosis for pain relief: A systematic
review and meta-analysis of 85 controlled experimental
trials. Neuroscience and Biobehavioral Reviews. Vol 99 p
298-310

Montgomery G, DuHamel K & Redd W.(2000) A meta-
analysis of hypnotically induced analgesia: how effective
is hypnosis? International Journal of Clinical and
Experimental Hypnosis. Vol 48 (2) p138-53

Elkins G, Jensen M & Patterson D. Hypnotherapy for the
Management of Chronic Pain (2007) International Journal
of Clinical and Experimental Hypnosis. Vol 55 (3) p 275-
287

Tan G, Rintala D, Jensen M, Fukui T, Smith D & Williams
W. (2014). A randomized controlled trial of hypnosis
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compared with biofeedback for adults with chronic low
back pain. European Journal of Pain 19 (2) 271-80
018 030 A major reason for hypnosis not being widely used is that

it is not NICE recommended. Thus, this is a circular
argument: we do not recommend a treatment now
because people are following our past decision not to
recommend it. This is not a sound basis for evaluating the
value of a treatment. Rather it is a dismissal, on the
grounds that it will not impact many people either way.
That approach carries the risk of locking out a treatment
that is both medically effective and cost effective (as we
argue it is), and prevents the general benefits that would
accrue if it were increasingly widely used.

Where hypnosis is used it is found to be effective, and
every effort is being made to promote its use by medical
professionals. For example, the Royal Society of
Medicine’s two sections Painand Hypnosis & Psychosomatic
Medicineare together organising a series of webinars to
increase awareness of the use of hypnosis in this field. A
significant factor in the decision to take this action is that
the President of the Painsection, an anaesthetist, uses
hypnosis to treat chronic pain in her professional work. It
is unfortunate that the NICE stance on hypnosis serves as
a continual break upon attempts to make its benefits and
applications more widely known.
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Thank you for your comment. The
decision on whether or not to
recommend an intervention is based
on the evidence reviewed. The
committee agreed there was
insufficient evidence available to
recommend hypnosis for chronic
primary pain. The decision on whether
to include a research recommendation
is based on whether there is promising
evidence to suggest that research
would add value, but also whether
this is an area of importance to the
guideline topic and feasible to carry
out. It was the committee’s opinion
that although hypnosis may be used in
other types of chronic pain, it was not
widely considered for chronic primary
pain (as likely reflected by the
evidence based). They consequently
agreed that further research for
hypnosis in this specific population
was not likely to add value.
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Chronically Guideline 004 - | 002 - These recommendations will be challenging to implement | Thank you for your comment. We
Awesome 005 016 within current appointment times. Achieving shared acknowledge the challenges of
decision making such as that described in 1.1 through appointment times. However the
dlscus:smns of benefits, risks, uchrtalntlgs, expectations, assessment of people with chronic
experiences etc, as well as providing advice and . )
. . . . . pain is central to their management
information requires longer appointment times than are . L
currently provided, particularly where needs and illnesses f’md the committee agree it is
are complex. important that all of these factors are
incorporated in appointments where
relevant.
Chronically Guideline 005 | 015 Feedback from our membership felt that the proposals Thank you for your comment. The
Awesome overall invalidated their experiences of pain, and their committee agree it is very important
experiences of currently offered treatments, but not to invalidate people’s experiences
welcomed raising awareness of the potential to invalidate of pain. This is not their intention with
experiences in the specific context of giving negative or ’ .
the recommendations, these are
normal test results. . .
intended to reflect best practice and
direct towards those interventions
with evidence of effectiveness to
improve patient care overall.
Chronically Guideline 006 | 011- It is unclear how these classes will work in practice. Is it Thank you for your comment. Delivery
Awesome 014 proposed that patients will be grouped randomly for and set up of these services can be

classes, or will classes be arranged so that patients are
grouped by ability and mobility, or type of need etc.?
How these classes are arranged and provided will make a
significant difference not only to the potential to benefit
patients, but also to the ability to keep patients safe.

determined by local commissioners
and service providers.
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Chronically Guideline 006 015 - Research by Chronically Awesome has shown that
Awesome 017 patients with chronic illnesses face multiple barriers to

accessing exercise, including financial, physical and
psychological barriers, as well as the ability to access
exercise professionals qualified or trained to manage
clients with complex needs. Solely recommending and
encouraging continued exercise is unlikely to be
successful because these barriers have not been
addressed.
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Thank you for your comment. The
recommendation for supervised group
exercise is for provision within the
NHS. The committee were mindful of
people’s different physical abilities
and psychological barriers that may
exist and noted that people are more
likely to continue with exercise if the
programme offered suits their lifestyle
and physical ability and addresses
their individual health needs. They
agreed that the choice of programme
as well as the content should take into
account people’s abilities and
preferences. This might include
providing individual exercise advice
for different members of a group. This
was highlighted in the
recommendation and in more detail in
the rationale underpinning the
recommendation. The committee
agreed it is important to recommend
that people remain physically active
beyond the end of the group
programme because there are long
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How will waiting times and/or capacity building be
managed for CBT and ACT. In many NHS trusts there are
long waiting times to access psychological support
services, and adding a large number of additional patients
without additional capacity is likely to lead to even longer
waiting times. Without this capacity building there is a
risk that patients suffering with chronic pain are left
without psychological support services for extended
periods of time.

Chronic pain is, by definition, long-term. Offering a
maximum of five hours of treatment is short-term in the
extreme. It is accepted that the benefits of acupuncture
do not last over the medium to long term, so this element

Developer’s response

Please respond to each comment
term general health benefits. They
have now highlighted in the rationale
this does not necessarily have to incur
a cost.
The guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
The committee agree that chronic
primary pain requires long term
management. The evidence base for
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of proposed care feels incongruous and insufficient
against the need of patients. Acupuncture is also best
used for targeted areas of soft-tissue tension or damage.
Where patients are experiencing widespread muscular or
skeletal pain, acupuncture is unlikely to be a beneficial or
appropriate treatment, further limiting treatment options
proposed in these guidelines.

Stakeholder Document
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all management options considered in
this guideline is based on shorter term
courses of treatment as reflected in
the recommendations. The committee
agreed that there should be a holistic
assessment to develop a care and
support plan with the person with
chronic primary pain and that the
treatment options should be discussed
at all stages of care.
In the case of acupuncture specifically,
the evidence didn’t inform
effectiveness of repeat courses. The
committee agreed this was important
to determine and therefore included a
research recommendation to inform
future updates of this guideline. This
research recommendation has been
made high priority in response to
stakeholder comments. The evidence
reviewed for acupuncture included a
number of studies in people with
fibromyalgia where pain is widespread
which did demonstrate benefit. The
committee agreed it was appropriate
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to recommend acupuncture for all
types of chronic primary pain. The
type of acupuncture may vary
according to type of chronic primary
pain, but the committee agreed this

would be determined by clinical

Stakeholder Document

judgement.
Chronically Guideline 008 - | 013 - The communication of prescribing anti-depressants for Thank you for your comment. We
Awesome 009 002 chronic pain needs to be managed carefully. There is a agree that good communication
risk that patients feel that their experiences are between the healthcare professional

invalidated or they are made to feel like it is ‘all in their
heads’ if they are offered antidepressants as a primary
treatment pathway for chronic pain.

and person with chronic pain is central
to good chronic pain management.
The recommendations in section 1.1
of the guideline intend to help address
this and including being sensitive to
the risk of invalidating the person’s
experience of chronic pain.

Antidepressants are recommended for
their effects on symptoms of chronic
primary pain and benefits observed on
patient reported outcomes related to
this. A recommendation has been
added to highlight this is not for
depression but because they may help
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Patient experience tells us that the side effects of

antidepressants can be as devastating as those of opioids.

If patients feel that antidepressants are not appropriate
for them, these proposals would leave them no other
pharmacological treatment options.

Instructing doctors not to offer any of the following
removes the ability for patients to use these tools if they
are appropriate for them. If shared decision making is the
aim, and doctors are encouraged to communicate
potential risks and benefits, then these treatments should
be make available. Removing options removes autonomy.
Instead, patients should be able to make informed
decisions based on discussion with their doctor. This
would be in line with page 5, line 9-11 “Discuss the
possible benefits, risks and uncertainties of all

Developer’s response

Please respond to each comment
with quality of life, pain, sleep and
psychological distress.
Thank you for your comment. We
acknowledge that there are side
effects experienced by some people
and include a recommendation to
discuss the problems associated with
withdrawal, as well as noting in the
rationale that the risk of withdrawal
symptoms should be discussed. The
evidence reviewed did not support the
use of any other pharmacological
option for chronic primary pain,
however other non-pharmacological
options recommended in the
guideline can be considered.
Thank you for your comment. The
evidence review and expert consensus
opinion of the committee did not
support the effectiveness of the
majority of pharmacological treatment
options for management of chronic
primary pain. They therefore agreed
they should not be recommended as
they are not demonstrated to benefit
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management optionsfor the person’s condition when first
developing the care plan and at all stages of care.”
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most people. The committee agree
people should be able to make
informed decisions on which
treatment to use, but that this should
be based on those treatments
demonstrated to be effective for
chronic primary pain.

The committee note that there are
suggestions that small subgroups of
people with chronic primary pain may
benefit from some treatment. These
guidelines provide recommendations
for the population with chronic
primary pain. Unfortunately research
to date does not enable this group of
responders for different interventions
to be identified and therefore
recommendations for more targeted
prescribing are not possible. The
committee agreed it was
inappropriate to recommend trying
medicines for which there is no good
evidence that most people will benefit
from or to risk exposing all of the
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We question why patients already on these medications
are able to stay on them with an explanation of the risks
of continuing, while new patients will be denied these
treatments. We believe all patients should be given the
right to access these treatments alongside the risks of
continuing.

It is of concern that while other treatments have been
ruled out due to a lack of evidence, group exercise has
been recommended despite studies being limited to
women with fibromyalgia and chronic neck pain. It is also
of concern that there is limited evidence around types of
exercise. Without detailed information, it is unclear how

Developer’s response
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chronic primary pain population to
medicines with a potential for harm,
without evidence on how to
determine the small subgroup that
may benefit.
Thank you for your comment. The
committee acknowledge that
following this guidance may lead to
different treatment options being
available to those newly presenting
with chronic primary pain, or those
not having yet started
pharmacological treatment. However
the evidence reviewed indicated these
will not be of benefit to the majority
of people as on the whole beneficial
effects were not observed and there
was evidence of harms. The
committee agreed the risk of harms
outweighed the benefits.
Thank you for your comment. The
committee agreed there was a large
body of evidence in favour of
supervised group exercise. The
committee acknowledge that the
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group exercise would be used across a wide variety of
people and chronic primary pain symptoms. It is unclear
how classes would work, how long the service would be
offered for, and how a patient would be assessed for
suitability. Much more research, information and
guidance should be developed before this becomes a
valid and useful part of the treatment toolbox.

Studies mentioned in this section are flowed (non-
randomised) but the committee falls back on their
‘experience’ when making the decision about opioids. We
do not feel this is an appropriate approach, particularly
when it is made by non-clinical staff, and is not applied
consistently across other treatment options.

Developer’s response
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evidence informing the exercise
review was largely from populations
with fibromyalgia or chronic neck
pain. The committee considered that
response to treatment would be
sufficiently similar to allow
recommendations to be made across
all chronic primary pain conditions.
However it was also considered that
the most appropriate type of exercise
may depend on the type of pain
condition and it should therefore be
tailored to individual needs and
preferences. This is detailed in the
committee’s discussion of evidence in
the evidence review and has been
added to the rationale in the guideline
for clarity.
Thank you for your comment. When
setting the review protocol for this
guestion it was agreed that non-
randomised studies were acceptable
to inform safety of these medicines as
long term follow up data is rarely
available from RCTs and these

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

108 of 1236



Chronic pain

N I c E National Institute for
Health and Care Excellence

Consultation on draft guideline - Stakeholder comments table

03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakeholder

Chronically

Awesome

Document

Guideline

Page
No

024

Line No

017 -
025

Comments
Please insert each new comment in a new row

The number of people who become reliant on or addicted
to opioids is in the minority, while many more benefit.
Instead of penalising the majority, can doctors not be
better trained to identify addiction at an early stage, and

Developer’s response
Please respond to each comment

questions are more likely to be
answered by observational data. The
studies do have greater risk of bias
associated than a well conducted RCT,
but this is accounted for in the rating
of the quality of the evidence.
Guideline recommendations are made
by a committee of healthcare
professionals and lay members, all
with expertise in the area. They take
into account the evidence presented
to them together with their clinical
and personal experience and
expertise. The technical team who
undertake the evidence reviews do
note vote on recommendations.
Methods followed to form
recommendations are consistent
across reviews and follow the
processes detailed in Developing NICE
guidelines: The manual.
Thank you for your comment. This
recommendation is specifically for
people with chronic primary pain. The
committee note that there are
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patients be monitored closely as they would be if a suggestions that small subgroups of
medication risked damage or organs etc.? people with chronic primary pain may

benefit from some treatment,
however there is no research to
identify who this subgroup of people
are. These guidelines provide
recommendations for the population
with chronic primary pain for which
the evidence did not indicate there is
benefit for the majority of people, but
there is evidence of harm. The
committee also consider that is
possible the number of people
addicted is underestimated due to the
stigma associated with coming
forward with help for dependence to a
prescribed medicine. The committee
agreed it was inappropriate to
recommend trying medicines for
which there is no good evidence that
most people will benefit from or to
risk exposing all of the chronic primary
pain population to medicines with a
potential for harm, without evidence
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NSAIDs are prescribed with great regularity and with
positive effects for patients. Like opioids, NSAIDs have
been rejected based on lack of evidence and potential
harm. However, all medical and pharmacological
interventions carry a risk of harm, and we feel the
decision to exclude NSAIDs is arbitrary.

Paracetamol is a widely recommended medication for all
types of pain, and a lack of evidence is contrary to
recommendations across the NHS, 111 and pharmacies.
They are widely available over the counter so it feels
impractical to withdraw this as a treatment option. Again
it is felt that ‘possible’ harms are used as a reason for
withdrawing these medications despite potential harm

advisory committees

Developer’s response
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on how to determine the small
subgroup that may benefit.
Thank you for your comment. There
was some, albeit limited, evidence
available for the use of NSAIDs for
chronic primary pain. This evidence
demonstrated no difference between
NSAIDs and placebo for quality of life,
pain or psychological distress and
worse outcomes for function. This is
detailed in the rationale
accompanying the recommendation.
The committee agreed this was
consistent with their experience of the
use of NSAIDs for chronic primary
pain, and taken with the knowledge of
potential harms, agreed it was
appropriate to recommend against its
use.
Thank your comment. There is no
evidence that paracetamol is
beneficial for chronic primary pain
which is why it’s use has been
recommended against.
Recommendations in other NICE
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existing for all pharmacological options including
antidepressants.

It is of concern that the recommendation is to reduce the
use of pharmacological approaches in the treatment of
chronic primary pain, as this leaves CBT or ACT as the
sole long-term solution, acupuncture and group exercise
both being offered on short-term basis. This of grave
concern where waiting times can be several months if not
longer to see a specialist in order to obtain a diagnosis
that would result in appropriate treatment for the
individual.

Developer’s response

Please respond to each comment
guidelines for chronic pain conditions
have also recommended against its
use (NG59 Low back pain and sciatica
in over 16s).
Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas.
The committee agree that chronic
primary pain requires long term
management. The evidence base for
all management options considered in
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The approach that this document takes is questionable in
that, rather than expanding the toolkit available to both
doctors and patients when managing chronic pain, the
proposals laid out remove a broad range of tools from the
kit and replaces them with others. We question why the
toolkit cannot be added to, rather than changed. If the
NHS goal of achieving shared decision making is to be
met, doctors and patients must be able to look at a full
range of options and be able to discuss each option
before deciding together on the most appropriate
treatment pathway for each individual. By removing
treatment options as is proposed in this document, the
ability of patients and healthcare professionals to make

advisory committees
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Please respond to each comment
this guideline is based on shorter term
courses of treatment as reflected in
the recommendations. The committee
also recommend that people remain
physically active after an exercise
programme ends, and have also
included a priority research
recommendation for repeat courses of
acupuncture. The committee agree
that there is not good evidence to
support the use of pharmacological
treatment options for chronic primary
pain. These are also associated with
harms, particularly with long term use.
Thank you for your comment. The
recommendations in the guideline
demonstrate where there is evidence
that treatments are effective for
chronic primary pain. The guideline
also recommends against treatments
where the evidence of benefit
outweighs that of harm, or there is no
evidence of benefit. The committee
agree people should be able to make
informed decisions on which
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shared decisions is severely limited, going against the
target of the NHS and against patient autonomy and
welfare.

It is felt that decisions made by the committee are
inconsistent across this report. For some treatment
options, treatments are disregarded on be basis of
insufficient evidence or evidence of limited quality. But
other treatment options have been recommended
despite limited evidence or evidence of limited quality. It
is unclear why the committee have felt that some
evidence can be extrapolated or used despite limitations,
while others cannot.

Developer’s response

Please respond to each comment
treatment to use. A recommendation
has been included on developing a
shared care and support plan stating
that there should be a discussion of
the benefits and harms of all
treatments. The committee agree this
should be based on those treatments
demonstrated to be effective for
chronic primary pain.
Thank you for your comment.
Recommendations were made in
accordance with Developing NICE
guidelines: The manual as well as the
methods chapter for this guideline.
The committee took great care to
ensure that there was consistency in
decision making across the level and
amount of evidence underpinning
recommendations. Their discussion of
how the evidence informed the
recommendations is detailed briefly in
the rationales in the guideline and in
more detail in the discussion of the
evidence sections in the review
chapters. The view of the committee
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is that there are likely to be shared
mechanisms across different types of
chronic primary pain, despite those
not being fully understood, the
similarities are such that there is no
reason not to consider evidence to be
relevant for all types of chronic
primary pain unless evidence suggests
otherwise.

In the evidence reviews, types of
chronic primary pain were pooled, but
where heterogeneity was present this
was explored with subgroup analysis.
Where carried out, in most cases it did
not demonstrate a difference in effect
according to type of chronic primary
pain. If there was reason to believe
that specific considerations were
required, this was detailed in the
recommendations (for example,
separate research recommendations
for pharmacological management of
CRPS).
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It is important for us to say that we welcome the use of
counselling, acupuncture and in particular exercise, as
part of the management of chronic pain. All have the
potential to be a valuable part of the treatment toolbox
shared by doctors and patients. We also welcome
continued review of the way chronic illnesses are
managed in order that they reflect the most up-to-date
science and treatments, and of course we welcome new
guidance where none has previously existed. We also
applaud the recognition that the guidelines make around
things like how patients experience communicating with
doctors, and the potential for normal or negative results
to make patients feel dismissed. Finally, we hope that the
recommendations for further research into things like
relaxation therapy, social interventions, laser therapy,
transcranial magnetic stimulation and cannabis-related
medicinal products.

Despite the positive aspects of the draft guidance, we
have some serious concerns and questions. You are
welcome to use (or ignore!) any of the points below when
making your submission to a stakeholder organisation or
to NICE directly (see below).

Fostering collaborative partnerships - Right at the start
of the draft guidance, NICE recommends that doctors
“Foster a collaborative supportive relationship” by

advisory committees

Developer’s response
Please respond to each comment
Thank you for your comment and
support for the guideline.

Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
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“knowing the patient as an individual, enabling patients to
actively participate in their care, including
communication, information, shared decision making, and
[recognising] that chronic pain can cause distress.”

Stakeholder Document

To do this it is recommended that doctors:

e Ask the person to describe how pain affects their
life, and how their life may affect their pain.

e Ask the person about their understanding and
acceptance of their condition, and that of their
family, carers and significant others.

¢ [Acknowledge] the fact that the pain may not
improve or may get worse.

e Develop a care plan with the person with chronic
pain. Explore their priorities, strengths,
preferences, interests and abilities to inform the
plan.

e Discuss the possible benefits, risks and
uncertainties of all management options for the
person’s condition when first developing the care
plan and at all stages of care.

e Provide advice and information relevant to the
person’s individual preferences, at all stages of
care, to help them make decisions about
managing their condition.

Developer’s response

Please respond to each comment
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
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To those who have lived with chronic illnesses for any
length of time, these recommendations feel almost
laughable. In order to implement all of the above, to really
foster collaborative partnerships, two things need to
happen. First, appointment times need to be extended
beyond 5-10 minutes, or multiple back-to-back
appointments should be made available to chronically ill
patients to allow for these discussions to take place.
Current appointment times just do not allow for the
above list to take place. Instead, appointments are rushed
and patients often feel they have missed things they
wanted to say or query in the rush of the appointment -
especially where cognitive impairment from brain fog,
fatigue etc. play a part. Second, more interdisciplinary
collaboration needs to happen. It is extremely difficult to
make collaborative partnerships that enable effective and
informed care plans to be made when it is so difficult for
doctors to talk to each other. Currently the GP tends to
be the hub of contact from what can be a variety of
specialist consultants who typically don't communicate
directly with each other, and this lack of collaborative
partnerships between doctors greatly limits the ability for
doctors to create collaborative partnerships with patients.
Chronically Guideline Gene | General | Expanding the toolbox - While we welcome the Thank you for your comment. It is
Awesome ral recommendation to make exercise, acupuncture and important to note that the reviews for
counselling part of the chronic pain management toolbox, specific interventions included in this
we feel that it is better to ‘add to the toolbox, not just
change the tools’. The guidance talks of “shared decision

Stakeholder Document

guideline are all for the chronic
primary pain population only, rather
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making” when it comes to treatment, but by taking
painkillers, anti-inflammatories and steroids off the table,
NICE are taking the ability to take some decisions away
from patients. If treatment plans are to be tailored to
each individual as the guidance says it should, we need to
have every option open to patients who can then work
with their doctors to find the right short, medium and
long term management plans for them.

Linked to this are the limited approaches suggested when
it comes to psychological and emotional support. The
guidance is limited to CBT and ACT, both “talking
therapies” designed around accepting circumstances and
better dealing with negative thoughts and behaviours.
However, alternative therapies such as EMDR are already
being used by the NHS in conditions such as PTSD and
post-natal psychosis, and it is starting to be used
successfully to assist chronic pain patients for whom
talking therapies are not suited. Here again we would like
to see NICE giving guidance that includes a wide range of
approaches so that patients and doctors can find an
approach that suits each individual.

Developer’s response

Please respond to each comment
than all types of pain. Chronic pain
already covered in existing NICE
guideline was also excluded from the
specific intervention reviews. This is
detailed in the scope, but further
clarification has been provided in the
headers of each section in the
guideline and with a visual summary
to accompany the guideline indicating
what populations are covered by each
recommendation topic. The title has
also been amended to reflect that
chronic primary pain is also a focus of
this guideline. The NICE pathway will
also link to all the relevant guidelines
to enable more easy navigation
between the recommendations for
different topics.

The committee agree people should
be able to make informed decisions on
which treatment to use. A
recommendation has been included
on developing a shared care and
support plan stating that there should
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Treatment pre-diagnosis - the guidelines don't lay out
how patients should be treated pre-diagnosis. Should
chronic pain be treated as chronic primary pain until
otherwise diagnosed? If it is suspected that they have a
condition like endometriosis or IBS, should they be
treated as having chronic primary pain until the diagnosis
is confirmed, or should they be treated as they would be
once diagnosed? These questions could have a significant
impact on the thousands of people who are on (often
lengthy) waiting lists to see consultants in order to get a
diagnosis, who risk not get the treatment most
appropriate to their situation.

This is even more so the case where a patient is suffering
from a less well-known conditions where diagnosis can
take years. For example, research has shown that the

advisory committees
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be a discussion of the benefits and
harms of all treatments. The
committee agree this should be based
on those treatments demonstrated to
be effective for chronic primary pain,
and the evidence reviewed in this
together with committee expert
consensus opinion was that the
majority of medicines are not
beneficial in the management of
chronic primary pain.
Thank you for your comment. The
assessment section has been
amended to include more clearly
some recommendations for the
assessment when considering the
diagnosis. We note a holistic
assessment is important and an
individualised approach required. Each
person’s individual symptoms and
presentation will be different and
require different consideration and
investigations as appropriate. This
guideline should also be used
alongside other NICE guidelines,
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average time from first symptoms to diagnosis for EDS
patients is 19 years. EDS is known to cause widespread
chronic pain, and patients typically see a number of
consultants before diagnosis is reached. Will these
patients be limited in their treatment options over this
extended period of time or will doctors be able (or even
encouraged) to change the way they treat patients over
time to reflect their healthcare journey towards
diagnosis?

Waiting times - Just like the waiting times for diagnosis,
current waiting times for the treatments being
recommended like CBT are often long, and in many areas
ACT, acupuncture and group exercise is not yet offered
by NHS Trusts. The guidance does not outline how pain
should be managed while a patient waits for access to the
recommended treatments, potentially causing weeks or
even months or years of unmanaged pain.

Developer’s response

Please respond to each comment
including CG138 Patient experience in
adult NHS services: improving the
experience of care for people using
adult NHS services. This covers more
recommendations on assessment of
people using services in general,
including when they don’t yet have a
diagnosis.
Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. It is hoped that this
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Short-term solutions for a long-termproblem - by
definition, chronic pain of any sort is not short-term. Yet
it seems that at least two of the four recommended
treatment paths are only short-term. The guidelines
specifically state that only five hours of acupuncture
should be available. When talking about exercise, the
guidelines do not state how long the free NHS group
exercise programmes would last, but they make clear that
despite advising patients to continue to exercise long-
term to help continue to manage pain, it will not be a
funded provision. Our 2019 research showed that 37% of
respondents said cost was a barrier to accessing
movement and exercise, and it is therefore imperative
that further planning is put in place to support patients to
continue to exercise.

Developer’s response

Please respond to each comment
guideline will help increase provision
and waiting lists would reduce. The
recommendations also include
highlighting the importance of giving
information on self-management.
Thank you for your comment. The
committee agree that chronic primary
pain requires long term management.
The evidence base for all management
options considered in this guideline is
based on shorter term courses of
treatment as reflected in the
recommendations. The committee
agreed that there should be a holistic
assessment to develop a care and
support plan with the person with
chronic primary pain and that the
treatment options should be discussed
at all stages of care.
In the case of acupuncture specifically,
the evidence didn’t inform
effectiveness of repeat courses. The
committee agreed this was important
to determine and therefore included a
research recommendation to inform
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In the evidence review of risk factors, what is called
‘comorbid psychiatric disorder’ consists of anxiety or
depression scores on non-diagnostic questionnaires. It is
inaccurate and misleading to refer to this as psychiatric
disorder. Misunderstanding of use of common psychiatric
scales designed for and standardised on physically well
populations is noted on p55 in relation to discussion by
committee, but appears to have been ignored in the
summary.
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future updates of this guideline. This
research recommendation has been
made high priority in response to
stakeholder comments. In respect of
exercise, the committee noted that
physical activity continued beyond an
exercise programme does not
necessarily have to incur a cost.
Thank you for your comment.
Comorbid psychiatric disorder was
considered as a potential risk factor
and also a confounder that should be
adjusted for as detailed in the
protocol. Studies were excluded from
the analysis if they had not adjusted
for at least 2 of the pre-specific
confounders within the review. Study
definitions of risk factors or
confounders that were related to this
heading were included here, but the
full details of the study factor or
confounder were stated instead to
acknowledge that they were not in
fact the desired factor for example of’

‘comorbid psychiatric disorder’. As you
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Pain management programmes (PMPs) are always
psychologically informed, with direct psychological
content and other therapeutic components, most often
physical activity, but also including analgesic reduction,
occupational therapy, and sleep promotion, and are
delivered in ways consistent with psychological methods
and content. For this reason, it makes little sense to
distinguish pain management programmes from
psychological interventions - usually cognitive
behavioural therapy (CBT), acceptance and commitment
therapy (ACT), or mindfulness - that are rarely delivered
without any other components alongside except in trials
where the pain management package is ‘dismantled’ to
attempt to identify unique effects of particular
components.
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note, this was acknowledged and
considered by the committee in their
interpretation of the evidence and
was stated in the discussion of the
evidence. A footnote has been added
to the summary of included studies
table to explain why these are listed
under this heading.
Thank you for your comment. The
committee’s opinion was that it was
important and appropriate to review
psychological therapies as a
standalone intervention as well as
when included as part of a pain
management programme. This was in
part because the two reviews were in
different sections of the guideline
scope; the pain management review
covered all types of chronic pain,
whereas the guideline was also
covering specific pharmacological and
non-pharmacological interventions for
chronic primary pain only. It was
agreed important to include
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It seems that many trials were sifted out at an early stage
by the review teams, so that the guidelines group never
had the chance to discuss whether they should be
included or not. Sifting appears to have been rather
insensitive to the varied ways in which psychological and
other pain management content is described in many
trials. PaPaS have just published a systematic review and
meta-analysis of psychological interventions for chronic
pain in adults (Williams et al. 2020), but during the
guidelines process, Prof Amanda Williams, a member of
our editorial board and a co-opted member of the
guidelines group, raised a number of times the

Developer’s response

Please respond to each comment
psychological therapies within these
interventions.
The definition of pain management
programme agreed by the committee
for the review protocol was ‘any
intervention that has two or more
components including a physical and a
psychological component delivered by
trained people, with some
interaction/coordination between the
two’. This was deliberately not too
specific to exclude too many studies,
but the committee agreed there
needed to be a physical component as
well as psychological.
Thank you for your comment. The
technical team undertaking the
reviews are skilled and trained in
evidence based medicine and
systematic review methodology. They
undertake the sifting of the evidence
at title and abstract stage, and again
at full text, according to the agreed
review protocols. At the title and
abstract stage, if there is uncertainty
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discrepancies between the 2020 review which was in
process and the 2012 review of which it was an update,
and the output of the search and sifting, using very
similar PICOs and search terms, for the NICE guidelines.

Some of the trials that Williams et al. (2020) included
appeared in exclusion lists for the NICE review of PMPs,
with reasons, in the NICE documents, and this has
allowed PaPaS to check. Most exclusions were because
trial interventions were not deemed to be a PMP, defined
by the committee in the protocol as any intervention that
has two or more components including a physical and a
psychological component delivered by trained people,
with some interaction/coordination between the two.
Exclusions were said to be usually because the
intervention was either psychological or physical but not
both, or included psychological and physical components
but delivered in parallel with no interaction or
coordination between them. A thorough check of the
included and excluded trials for Williams et al. 2020
against the NICE review included and excluded trials
showed very little overlap.

Two examples of trials incorrectly excluded as not pain
management programmes, both found in Appendix |
among the excluded trials follow. Here we provide the
elaboration of reasons provided by NICE when Professor
Williams queried the decisions. One is by Bliokas et al.,
published in 2007, whose title specifies “multidisciplinary

Developer’s response
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as to whether an item should be
included, the full text is ordered. If
uncertainty remains on review of the
full text, this is discussed with
members of the committee as
appropriate, and included checking
some inclusions with our co-opted
expert members where required.

Any potential missing items or queries
of inclusion raised by committee
members, or co-opted members, are
checked by the technical team. This
includes all of those raised by Prof
Amanda Williams as mentioned in
your comment. Responses were
provided and these were discussed
with the committee where any further
guery remained.

There do remain some differences
between the associated Cochrane
reviews and the guideline reviews.
These are because of the differences
in the scope and purpose of the
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chronic pain management groups”, and whose objectives
in the Abstract also mention that the basis of the trial was
a pain management programme to which a specific extra
psychological component was added. The second is by
Kole-Snijders et al., published in 1999, whose title and
abstract do not mention pain management programmes,
but were excluded on the basis of no physical
intervention when participants each had 50 hours’
individual treatment by physical therapists.

These are just two examples where the rationale
provided by NICE for exclusion does not seem clear or
appropriate and they reflect a broader issue with this
NICE review with numerous trials of interventions that
might reasonably be considered to be PMPs excluded.
Further there are a number of examples of trials that
were included by NICE but were excluded from the
Cochrane review on the basis that they were too small or
that the psychological component was delivered by non-
psychologist professionals (10 trials) or laypersons (1
trial). Psychology is not common sense, and psychological
therapy is not just talking. There are many studies
showing the unsatisfactory nature of much
communication between healthcare staff and patients
(some reviewed in these guidelines), so to assume that
any staff can teach psychology, when there is no
suggestion that anyone could deliver medical care or
physiotherapy or pharmaceutical advice, is problematic. It
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guideline compared to the Cochrane
reviews and the criteria set out in the
review protocols agreed with the
committee, in accordance with the
scope.

The committee’s opinion was that it
was important and appropriate to
review psychological therapies as a
standalone intervention as well as
when included as part of a pain
management programme as these
two reviews covered different
populations. In some cases this
required agreement by the committee
as to whether the elements were
sufficient to include in either review.
The psychological therapies review
protocol was specific to chronic
primary pain (excluding conditions
already covered by NICE guidelines)
whereas the pain management
programme review protocol was for
all types of chronic pain.
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means that many of the NICE-included studies of
psychological therapy, and of pain management
programmes, are underpowered in terms of authentic
delivery. The 2020 Cochrane review (Williams et al.
2020) required that a psychologist delivered the
psychological content of the intervention, because there
is very poor evidence that it can be adequately
implemented without some training and this would
reasonably be expected to impact effectiveness.

The overall result is that NICE excluded for incorrect
reasons a large number of relevant trials. Many of these
trials represent the kind of multicomponent pain
management programmes delivered in many pain clinics
and a few community settings in the UK. NICE instead
included some trials that were underpowered either
because of their size or the lack of suitable training of
personnel. Where processes, particularly around early
sifting of eligible studies, may not have been entirely
transparent the result is that the committee is asked to
make best sense of what was presented to them, without
knowing what had been discarded or discounted at an
earlier stage, having to take on trust that those presented
were the most suitable trials on which to evaluate
effectiveness.
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The definition of pain management
programme agreed by the committee
for the review protocol was ‘any
intervention that has two or more
components including a physical and a
psychological component delivered by
trained people, with some
interaction/coordination between the
two’. It was agreed the
multidisciplinary aspect should focus
on the components, not the person /
people delivering it.

As stated above, where there was
uncertainty in the inclusion status
from the title or abstract, the full
paper was ordered. This was the case
for both Bliokas et al. 2007 and Kole-
Snijders et al. 1999. Both were
discussed with the committee and
agreed that the physical component
was not sufficient to be deemed to
meet the protocol criteria of a pain
management programme. In Bliokas
et al. people were encouraged to
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identify activities that they avoided
and those that led to movements of
concern. These did form part of their
graded exposure pain management,
but not as an active intervention. The
committee did not consider the level
of this physical activity as enough to
be considered a multidisciplinary
intervention.
Although Kole-Snijders states physical
therapists provided 50 hours of
treatment, it states that patients were
taught to increase their sitting and
standing tolerance and developed a
daily activity schedule according to
operant principles to be used at home.
This is the only description of the
physical component provided, and
again the committee did not agree
this was sufficient to meet the
protocol criteria.

Stakeholder Document

Cochrane Evidence gene | general | The guideline says: “1.3.3 Consider acceptance and Thank you for your comment. We
Pain, Palliative | review C- ral commitment therapy (ACT) or cognitive-behavioural believe robust criteria were followed
and Pain therapy (CBT) for pain for people aged 16 years and over | \\hen conducting the review. We note
Supportive manageme with chronic primary pain”. The data on ACT are directly
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contradicted to the findings of the Williams 2012 review
which comprehensively found that there was insufficient
evidence to make such a claim and a recommendation for
future research was only possible. Although there is
significant enthusiasm for ACT based treatments in
chronic pain that enthusiasm is not matched by the
evidence. Perhaps of note is the reason for the
difference. When robust criteria are applied the putative
effects are missing. To illustrate this, in our recent review
Williams (2020) reported: “For ACT, the finding of no
evidence of efficacy or safety is at odds with several non-
Cochrane reviews. Veehof 2011 combined 22 studies of
ACT and mindfulness-based meditation, including non-
randomised trials, and reported ACT to be “promising." In
2016, they updated this to 25 studies, all RCTs, and
concluded “...that individuals with pain, in general,
respond rather well to acceptance-and mindfulness-
based interventions and that beneficial effects are
retained after treatment”(Veehof 2016). Twenty-two of
the studies included in that review did not meet our
inclusion criteria. Twelve of the 25 are ACT studies. Nine
of the 12 are not included here, seven because of small
size, one because it was not delivered face-to-face, and
one because it had no suitable control. One 2017 review
included 11 RCTs (Hughes 2017). Their primary
outcomes were acceptance of pain, quality of life and
functioning. Their conclusions were for a positive effect
of ACT on acceptance of pain and on functioning. Eight
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that one of the key reasons stated for
the difference between the Williams

review and other systematic reviews is

the latter’s inclusion of studies of
small sample size. We do not agree
this is reason alone to exclude a study
from a systematic review, as with
meta-analysis the sample size can be
accounted for in weighting and risk of
bias assessment. Smaller studies can
add to a body of evidence to give a
better estimate of the true effect
across trials than would be available
from those small studies in isolation,
taking into account the quality of that
evidence. Sample size is therefore not
considered as an exclusion criteria in
this review protocol.

The committee agree that the
evidence reviewed in the guideline
does support a positive
recommendation to consider ACT. The
committee took great care to ensure
that there was consistency in decision
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of the 11 are not included here, five because of small
size, two because they were not delivered face-to-face,
and one because it was a non-inferiority trial. A different
2017 review included 10 studies, had no accessible
protocol, attempted no meta-analysis and simply
reported on investigator-chosen endpoints (Simpson
2017). Their conclusions were positive for an effect on
pain acceptance. Seven of the 10 were not included here,
four because of small size, two because they were not
delivered face-to-face, and one because it was a non-
inferiority trial.”

For those commissioning psychologically-based
interventions for chronic pain in adults, or including such
interventions in policy determinations, it is important to
recognise that not all psychological treatments are the
same. There is variety in the content, delivery, and clinical
intentions of treatments, depending on their theoretical
provenance. Interventions aim to reduce distress and
disability, with or without a reduction in pain. The largest
body of evidence we have supports the use, by trained
psychologists, of CBT to produce benefits immediately
after treatment and at follow-up of at least six months,
rather than providing no treatment. The evidence is
sufficient (i.e. large and of moderate quality) and unlikely
to change with future studies. The overall effects are
small or very small, meaning that the population benefit
may be large, but more work is needed to identify which
patients will individually benefit. There is development in
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making across the level and amount of
evidence underpinning
recommendations. They agree this
was also consistent with levels of
evidence for other interventions in the
guideline where ‘consider’
recommendations were made.

Thank you for your comment.

The committee agree these are
important factors to consider. There
are areas that may need support and
investment, such as training costs, to
implement some recommendations in
the guideline. However, this will
ensure that people with chronic
primary pain will receive the
appropriate care. This guideline
highlights areas where resources
should be focussed and those
interventions that should not be
recommended, saving resource in
other areas. Your comments will also
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other treatments such as ACT, emotional expression, and
psychodynamic psychotherapy, but these remain
experimental and ongoing rigorous evaluation and
monitoring of positive and negative outcomes is
advisable.

The recommendation to consider acupuncture is
interesting in that it deviates from the recommendations
of the most recent NICE guidance on osteoarthritis and
low back pain, both of which gave a “do not offer”
recommendation on the basis of evidence of a lack of
efficacy.

It is notable that the certainty of the evidence around the
efficacy of acupuncture (vs sham) for pain (visual
analogue scale (VAS)) is very low in the largest analysis.
The studies that comprise this comparison are generally
small and at risk of multiple important biases that might
be expected to exaggerate any true effect. There are
major threats to clinician and patient blinding in the
included studies (participant blinding is frequently
suboptimal and from the clinician perspective most
studies are effectively open-label, though reasonable
double-blind methods are available for many acupuncture
approaches) as well as issues with randomisation and
allocation concealment, selective outcome reporting,
incomplete outcome data and very high statistical
heterogeneity (inconsistency). Similar issues of study
quality impact the other comparisons. With the focus
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be considered by NICE where relevant
support activity is being planned.

Thank you for your comment. The
committee were aware of the
recommendations in the low back
pain and sciatica and osteoarthritis
guidelines. These are a result of the
different evidence bases informing the
recommendations in the guidelines

The imprecision in the VAS pain
acupuncture versus sham analysis was
taken into account in the
interpretation of the evidence, as
were other areas of uncertainty or
concerns in the quality of evidence.
This is reflected in the committee’s
discussion of the evidence in the
evidence review. For pain reduction in
the sham comparison the committee
particularly noted that the imprecision
was marginal, crossing the MID by 0.3.
The committee agreed that overall the
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(appropriately) on subjective self-reported outcomes
these multiple biases have great potential to create
falsely positive results. It is also here that the scope may
have an influence as the exclusion of studies in some
conditions (for example in low back pain where numerous
larger scale trials exist) introduces a study-level selection
bias that broadly limits the analysis to smaller poorer
quality studies. Contrasted with recent more inclusive
synthesis of the efficacy of acupuncture (Vickers et al
2018) which include larger and more rigorous trials and
found very small, clinically trivial differences between
acupuncture and sham acupuncture, notwithstanding
similar blinding issues, these results are incongruous and
should be considered very carefully. There is no
theoretical reason to explain this contrast. The effect
sizes seen in some of the included studies are extreme for
this clinical field against any benchmark. Examples here
include a number of studies which present mean
differences in pain intensity of greater than 3 points on a
0-10 numeric rating scale (NRS). While that might
superficially appear to be a positive, it should raise
concerns regarding the veracity of those results that go
beyond issues of blinding. Results from the multiple
analyses for HRQol are highly inconsistent.

Some detailed comments indicate that the conclusions as
presented to the committee may not be reliable, including
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body of evidence was demonstrating a
benefit of acupuncture, and although
some of the evidence varied in quality,
this was a consistent finding, also
supported by some moderate quality
evidence.
The risk of bias elements highlighted
have been taken into account for in
the risk of bias rating, and
subsequently in the quality ratings
which were discussed with the
committee.

The quality of the evidence is reflected
in the strength of the
recommendation (see NICE guideline
manual). Here the recommendation is
written as ‘consider’ rather than
‘offer’ partly because of this varying
evidence quality, and uncertainty in
the maintenance of the effects long
term.

Comparison with the conclusion of
Vickers et al. is not appropriate, as the
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the fact that only 379 participants were in larger studies
with group sizes above 50.

e Not all the treatments called acupuncture are
necessarily deliverable. Couto 2014 used
“deep dry needling combined with paraspinal
deep intramuscular stimulation with needle
rotation”. Also, from this study, actual pain
scores at 4 weeks were available in Figure 2,
and better than the 4-week averages used in
the calculation. This may be relevant to some
other forms of acupuncture described.

e In Harris 2005, the week 9 timepoint chosen
happened to be the point at which pain
scores in the acupuncture group were
lowest.

e Lee 2011 is problematical on two counts.
Firstly, the initial pain scores were so low as
to make for an insensitive assay of analgesia
(note that moderate or severe initial scores
are needed for sensitivity). Secondly, Lee
2011 is a republication with additional data
from Lee 2008, but the data on pain is
inconsistent between the two.

e Vas 2016 uses data of percentage change in
pain score as if they were the change in pain
in absolute measures. They are not. By
calculating the actual changes, they should

advisory committees
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two systematic reviews have included
a different evidence base. Vickers et
al. covers all types of chronic pain. It is
possible that when separated into
different types of chronic pain,
differing effects could be observed.
Vickers et al. includes chronic
headache, back pain, neck pain, OA,
and shoulder pain. No studies are
specifically in fibromyalgia syndrome
which is a common type of chronic
primary pain which is the focus of this
guideline review and
recommendation. NICE guidelines
exist for some of the separate types of
pain included in Vickers et al. and have
come to different conclusions based
on the separate populations (for
example acupuncture is also
recommended in the NICE headaches
guideline). Nevertheless, Vickers
conclude ‘that acupuncture is
effective for the treatment of chronic
pain, with treatment effects persisting
over time’. While we agree, the scope
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be reductions of 3.2 and 2.1 (not 4.1 and
2.7), and the mean difference (MD) would be
1.1 not 1.4.The largest trial (Molsberger
2011) is a large study comparing
acupuncture with sham acupuncture and
conservative orthopaedic therapy. It has
broadly good methods, though did not blind
clinicians and did not evaluate the success of
participant blinding raising a substantial risk
of performance bias. Attrition was
substantial and imbalanced across groups at
the primary endpoint of 3 months with 45%
of the sham group lost and counted as non-
responders compared to 17% in the verum
group though surprisingly NICE rated the
study at low risk of bias for incomplete
outcome data for this timepoint.

The recommendation to consider acupuncture is
therefore made using a highly uncertain evidence base
and in the context of a broader, more robust and relevant
evidence base that offers a substantially different answer
with little uncertainty. While the committee offer
reassurance that that they “took into account the low
quality in their interpretation of the evidence” this does
not solve the problem that when we aggregate poor
quality studies they cannot lead us to a reliable answer.

advisory committees
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has had an influence on the outcome
of the review (by its definition of the
population), that does not mean the
outcome for this population is
incorrect.

In relation to the specific points
highlighted in your comment:

We do not exclude studies based on
sample size, as they still add to the
body of evidence but are aware of the
care that must be taken when
interpreting the evidence. The
limitations of such studies are
accounted for in GRADE in the risk of
bias and quality ratings. In the meta-
analysis smaller studies will typically
have wider confidence intervals and
less weight (influence) in the overall
effect than larger studies, but the
overall power may be increased by
their inclusion in a meta-analysis to
give a better estimate of the true
effect.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

135 of 1236



N I c E National Institute for
Health and Care Excellence

Chronic pain
Consultation on draft guideline - Stakeholder comments table
03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Page . Comments Developer’s response
Line No . -
No Please insert each new comment in a new row Please respond to each comment

Stakeholder Document
It is not possible to accurately extract
the precise effect or variance reported
in the graph in Couto et al. 2014. For
this reason the data reported in the
narrative has been extracted. The
committee did consider the variety in
types of acupuncture and methods of
delivery included in the studies. They
note in the rationale that the type of
acupuncture or dry needling should
depend on the individual needs of the
person with pain, rather than
specifying details of acupuncture
delivery.

For Harris et al. 2005 the time points
chosen for extraction were consistent
with those stated in the review
protocol: the closest time point less
than 3 months, and longest timepoint
greater 3 months. The fact that this is
the lowest pain value for acupuncture
at 9 weeks (reported as less than 3
months in the review) is coincidental.
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The pain outcome measures reported
in Lee et al. 2008 and Lee et al. 2011
are different, hence the different
values. As detailed below.

Lee 2008 reports the Brief Pain
Inventory as median and standard
deviation. Lee 2011 reports VAS pain,
as mean and SD. We note that the
baseline pain values reported in Lee
2011 are relatively low, however it

was not a protocol criteria to exclude
below a certain level of pain.

Vas et al. 2016 has reported
percentage pain reduction. Although it
is possible to calculate the absolute
decrease in pain from the data they
provide, it is not possible to report the
variance around that change therefore
this data could not be used. For that
reason the mean percentage
reduction and its standard deviation
have been reported so that the data
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could be considered fully in the

analysis and quality assessment.

Stakeholder Document

Regarding Molsberger et al. 2010 the
lack of clinician blinding is accounted
for in the risk of bias assessment.
Thank you for highlighting that
attrition was not accounted for. This
has been updated in the report and
the risk of bias rating changed
accordingly. The outcome this study
contributed to in the meta-analysis
was already rated as very low quality,
and this has reinforced the rating but
does not change the interpretation of
the results.

The problem of aggregating poorly
conducted small studies is well known
and is addressed in part by GRADE and
in the complex decision making made
by guideline committees when making
recommendations (taking into account
all factors from the review for
example, economic evidence, trade-
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These are comments restricted to the pharmacological
interventions that may be made in treating people with
primary chronic pain, as defined by this guideline. Most of
the comments concern fibromyalgia, which affects many
people [global mean prevalence of potential cases of
fibromyalgia estimated as 2.7% (range 0.4% to 9.3%),
usually older women]. The condition is associated with
very considerable disability and reduced quality of life, as
well as severe and long-lasting pain that is difficult to
treat. The few treatments known to be effective help no
more than about 10% of people with the condition, but
reduced pain is associated with improvements in
associated symptoms, much improved quality of life, and
ability to work.

Pregabalin

The guideline combines gabapentin, pregabalin, and
(possibly) mirogabalin together under the generic term
‘gabapentinoids’. It is not entirely clear why this is. The
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off between benefits and harms).
With this in mind the committee
offers their reassurance that they
have taken your methodological
concerns into account alongside the
many other factors when making the
recommendations for acupuncture.

Thank you for your comment. When
agreeing the protocol for the review
of pharmacological interventions, the
committee agreed it was appropriate
to pool pharmacological interventions
included in the review by class (with
the exception of antidepressants
which were separated by sub-class).
This included antiepileptics. The only
evidence identified in this class was
for gabapentinoids, and so they
appear pooled in the review. The
committee agreed this was
appropriate because they are
currently considered to be part of the
same group of drugs and act similarly.
The committee do not agree that
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drugs mayhave similar mechanisms of action, but based
on animal experiments that is increasingly being
questioned. Moreover, the evidence on gabapentin is
relatively weak, and the excellent evidence on
mirogabalin demonstrates that it is ineffective at the
doses used. This commentary therefore sticks to a
specific drug, and mostly a specific dose, specific patient-
valued outcomes, and specific duration of trial.

Exclusions

The guideline has chosen to exclude a number of large,
high-quality, randomised, double-blind trials that have
been used to judge evidence of pregabalin efficacy and
safety in fibromyalgia by, inter alia, the FDA, EMEA, and
Cochrane reviews. There are four:

Arnold 2008, Mease 2008, and Pauer 2011 were
excluded because they had “incorrect study design
(placebo run-in phase)”. Entry criteria for these studies
was as follows (from Arnold, but they were all very similar
designs):

“Patients were considered eligible for the study if they were
at least 18 years of age, male or female (were nonpregnant
and nonlactating), met the American College of
Rheumatology classification criteria for fibromyalgia, 34 and
had a pain score of at least 40 mm on the 100-mm pain
visual analog scale (VAS) at screening (visit 1) and random

Developer’s response
Please respond to each comment
evidence from animal models are
reliable to predict human responses as
mechanisms that occur in animals are
not necessarily as important in
humans.

Please note that mirogabalin was not
included within the review as it does
not have a license in the UK for any
indication.

Exclusions

The exclusion of studies with an
enriched enrolment design / placebo
run in phase was agreed when setting
the protocol for this review.

Placebo run in studies:

The committee do not agree that a
placebo run in phase is the same as
requiring a minimum baseline level of
pain prior to study entry. The
intention of this placebo run in phase
(as stated in Arnold 2008) is to exclude
placebo responders (those who had
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assignment (visit 2). In addition, patientsalso had to
complete a minimum of 4 of 7 daily entries inpain diaries
during the 1-week, single-blinded run-in period,with
average mean pain score 24.”

The placebo run in was used to ascertain that these
participants genuinely had moderate or severe pain at
baseline. This is not only not an incorrect study design,
but rather essential in establishing a sensitive assay. The
requirement of moderate or severe pain in ascertainment
of analgesic efficacy has been established for at least 75
years. In these trials, the ascertainment of at least
moderate pain was even better established than usual.
Almost all trials have a one-week assessment period for
establishing initial pain and when current treatments have
been discontinued. For example, Arnold 2019, which is
included, says that participants should have “ADPS of > 4
on the 11-point numeric rating scale (NRS) over the past
7 days prior to randomization (based on completion of at
least 4 daily pain diaries during the 7-day baseline period
prior to randomization)”. There is little or no difference
between a week on no drugs or a week on no dugs plus
placebo. These three trials, with data on almost 2,250
people with fibromyalgia, have been erroneously
excluded.

Crofford 2005 was excluded because “Not review
population. Excluded known non-responders”. The

Developer’s response

Please respond to each comment
230% reduction in pain when receiving
placebo). While this can be a useful
methodology employed in a proof of
concept study, it does not provide a
generalizable estimate of the efficacy
of the medicine in the general
population. There are two main
concerns:
1 - Such trial designs will likely
increase the observed magnitude of
effect of the medicine compared to
the placebo group as placebo
responders are removed. Whilst the
placebo response in pain is known to
be high, this is reflective of how the
general population are likely to
respond, and so excluding these gives
a biased estimate of effectiveness
gained from these trails compared to
those without a placebo run in phase.
2 — The side effect profile of many of
these medicines (including pregabalin)
are notable. Having a placebo run in
phase can effectively unblind study
participants as they are able to notice
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exclusion was actually: “Those who had failed to respond
to previous treatment with gabapentin at dosages >1,200
mg/day for pain associated with FMS were excluded.”
But this was a trial of pregabalin, not gabapentin, and the
discussion admits that “prior beneficial response to
gabapentin was not systematically recorded, so it is not
possible to determine whether these participants were
more likely to respond to treatment with pregabalin.” Not
only was this not an exclusion of known non-responders,
and certainly notan exclusion of non-responders to
pregabalin (the drug under test), but also the evidence is
that this sort of partial enrichment has no effect on
analgesic efficacy assessment with pregabalin, where the
maximum enrichment was by about 12% (Straube 2008).
As a result, we consider that this trial, with over 500
people with fibromyalgia, has been erroneously excluded.

Crofford 2008 was excluded on the grounds: “Not review
population. Only responders”. That is not exactly true:
the participants screened and entering the initial open
label phase of the study were exactly the same in terms
of the inclusion and exclusion criteria used as participants
in other trials, fulfilling American College of
Rheumatology (ACR) criteria for fibromyalgia, and having
at least moderate pain at screening and baseline visits.
After a six-week open label phase to determine whether
participants could both get adequate pain relief, and
those with “>250% reduction in pain VAS score from OL

Developer’s response
Please respond to each comment
the difference between tablets
received. This again biases the results
of the study, generally in favour of the
active intervention when in a clinical
trial setting.

Enriched enrolment design:

The committee considered that
including enriched enrolment design
studies would not provide the
committee with an overview of the
effect of pharmacological
interventions for people with chronic
primary pain and would not support
their decision making for this
population as a whole. By including
studies that only recruit known
responders there are difficulties with
interpreting the data for a patient
population, particularly for people
that have not been prescribed the
drug of interest previously. By the
nature of these studies people that
don’t respond (but are diagnosed with
chronic primary pain) are not
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baseline and a self-rating of overall improvement on the
PGIC scale of “much improved” or “very much improved”
were then randomised to continuing with their
established dose, or placebo, for a six-month period.

This trial is an exemplar of how enriched enrolment
randomised withdrawal (EERW) trials should be done
(Pain 2015 156:1382-1395) and mimics real world
conditions. Although EERW designs cannot be combined
with studies of conventional design, they can inform in
just the same way. This trial, with over 1,000 people with
fibromyalgia, has been erroneously excluded.

In total five large, high-quality, randomised and double-
blind trials of pregabalin in fibromyalgia have been
erroneously excluded: totalling information on over 3,700
people.

A consequence of this policy is that most of the analyses
performed for antiepileptics have data from only a few,
rather small, trials for pain. Figure 4 has about 500
participants in total, Figure 5 54, and only Arnold 2007
and Arnold 2019 contribute data for fibromyalgia, the
former with 117 participants and the latter with 1,903
participants, but only a single (different) pain outcome
with each.

Duloxetine

Developer’s response

Please respond to each comment
included. The effect of this is to likely
increase the observed magnitude of
effect of the medicine in a population
when it is known not to be effective
for some people. It does not provide a
generalizable estimate of the efficacy
of the medicine in the general
population. In addition, the concerns
re the side effect profile stated above
(in our discussion about placebo run in
studies) also apply here.

The committee also note and agree
with your comment number 152 that
these trials would be very useful if it
could be determined from them which
characteristics identify responders
compared to non-responders, to
enable targeted prescribing.

Crofford 2005 was excluded because
as stated above the committee
believe there is no good clinical
rationale that gabapentinoids cannot
be pooled as appropriate because
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Exclusions and inclusions

Arnold 2004 is excluded because it had a one-week
placebo run in to establish minimum pain requirement. As
already explained, that is an error, and it leads to the
improper exclusion of data from 205 people with
fibromyalgia.

However, Arnold 2012 is included. This trial used a
suboptimal dose of 30 mg pregabalin daily, at least half
that used in all other trials, and used clinically. Including
this trial (with zero treatment effect) in an analysis of
effective doses was an error.

Outcomes analysed

Good clinical trials are data rich, and Cochrane reviews of
pregabalin in fibromyalgia and neuropathic pain, and
those on duloxetine in a range of pain conditions, offer
many different ways of expressing analgesic results.
Often forgotten is the patient perspective - what do
participants with pain want of therapy? The answer is
consistent across all acute and chronic pain, and
headache - large degrees of pain relief, and quickly. A
recent systematic review demonstrates this clearly
(Moore 2013a). Another demonstrates that people with
pain rate their pain very differently from their carers, who
typically downgrade the patient experience, roughly by

Developer’s response
Please respond to each comment
they are currently considered to be
part of the same group of drugs and
act similarly. Hence in accordance
with the review protocol, this
exclusion is correct.

Regarding Crofford 2008, the
committee maintain that the exclusion
reason provide is appropriate. You
state this is not exactly true, however
the authors state ‘As the trial was
designed to assess the durability of
response

to pregabalin monotherapy, only
those patients who were

responders to pregabalin at the
conclusion of the 6-week OL [open
label]

treatment phase were eligible for the
26-week DB phase.... Those who
completed

the OL, but did not meet responder
criteria, were

assessed as non-responders and were
ineligible to enter the
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the magnitude of some of the best analgesics known
(Seers 2018). This is why pain studies have moved
significantly in reporting, so that at least 50% (or at least
30%) pain intensity reduction has become the standard.
These values are available in the excluded, and in at least
one of the included studies (though neither sought nor
used in this evidence assessment). Importantly with this
form of outcome analysis, patient response is bimodal -
either very large benefit is seen, or very little, with very
few participants experiencing an ‘average’ response; this
has important consequences for other symptoms.

An alternative analysis of pregabalin and duloxetine
trials

Using outcomes important to participants with pain, our
Senior Editor Andrew Moore has for fibromyalgia
performed an analysis combining the data in the
Cochrane review of pregabalin 300 mg daily for
fibromyalgia with the three studies in Arnold 2019 using
WebPlotDigitizer to abstract the relevant numbers from
graphs for the three Daiichi trials.

Pregabalin results from seven trials and 3,278 patients
using 300 mg daily for at least three months are shown in
Figures 1 and 2, for at least 50% and at least 30% pain
intensity reduction respectively. The magnitude of the
risk difference is 8% and 9% respectively, significantly
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DB phase of the trial.” The full
description of the open label phase
that precedes the double blind period
of the trial also clearly states the
intention is to identify responders.
The committee’s opinion remains that
the description provided in the study
is consistent with only including
responders in the double-blind study
phase for which study data is
reported. As stated above, the
committee agreed such studies do not
provide generalizable evidence to
inform decisions for patient
populations. These trials do not give
any further information about which
people with fibromyalgia (in this case)
benefit and can also not be used to
inform targeted prescribing.

Duloxetine

Regarding Arnold 2004, our response
is consistent with that stated above,
that we believe exclusion of studies
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better than placebo, and with no measurable
heterogeneity in these large, high-quality, long duration
studies. Moreover, a large (1,000 patient) EERW trial
lasting six months confirms the degree of benefit, and
that it continues in the long term for pregabalin.

Figure 1: Pregabalin 300 mg daily: at least 50% pain
intensity reduction

Experimental Control Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Arnold 2008 51 183 39 184 11.2% 0.07 [-0.02, 0.15]
Arnold 2019 A 72 317 57 318 19.4% 0.05([-0.01,0.11]
Arnold 2019 B 90 311 62 315 19.1%  0.09 [0.03, 0.16]
Arnold 2019 C 95 319 68 323 19.6% 0.09[0.02, 0.15]
Crofford 2005 60 134 34 131  8.1%  0.19[0.08, 0.30]
Mease 2008 76 185 62 190 11.4% 0.08[-0.01, 0.18]
Pauer 2011 58 184 50 184 11.2% 0.04 [-0.05, 0.14]
Total (95% CI) 1633 1645 100.0%  0.08 [0.05, 0.11]
Total events 502 372

Heterogeneity: Chi* = 5.44, df = 6 (P = 0.49); I' = 0%

Test for overall effect: Z = 5.33 (P < 0.00001)

Developer’s response

Please respond to each comment
with a placebo run in phase is
appropriate.
Regarding Arnold 2012, duloxetine is
not licensed for use in chronic primary
pain in the UK. Consistent with all
reviews of medicines used off license
we have included studies of any dose
if the study otherwise meets the
review protocol. Furthermore, we
note in the FDA approval of duloxetine
the starting dose is noted as 30 mg,
with a recommended dose of 60mg,
although they note some patients
respond at the starting dose. We also
note in the included studies of
amitriptyline, benefit is seen from a
study of 5mg. We believe that
particularly in medicines used off
license if benefit is observed at lower
doses this is useful information to
inform the use of these medicines and
should not be excluded from the
review, but do agree it’s important to
consider in decision making and
discussion of the evidence.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

146 of 1236



Chronic pain

N I C E National Institute for
Health and Care Excellence

Consultation on draft guideline - Stakeholder comments table

03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakeholder

Document

Page
No

Line No

Comments
Please insert each new comment in a new row

Figure 2: Pregabalin 300 mg daily: at least 30% pain
intensity reduction

Experimental Control Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Arnold 2008 76 183 56 184 11.2% 0.11[0.01, 0.21]
Arnold 2019 A 118 317 101 318 19.4% 0.05[-0.02, 0.13]
Arnold 2019 B 138 311 113 315 19.1%  0.08[0.01, 0.16]
Arnold 2019 C 143 319 122 323 19.6% 0.07 [-0.01, 0.15]
Crofford 2005 51 134 36 131  8.1% 0.11[-0.01, 0.22]
Mease 2008 80 185 67 190 11.4% 0.08[-0.02, 0.18]
Pauer 2011 61 184 35 184 11.2%  0.14[0.05, 0.23]
Total (95% CI) 1633 1645 100.0%  0.09 [0.05, 0.12]
Total events 667 530

Heterogeneity: Chi* = 2.73, df = 6 (P = 0.84); I' = 0%

Test for overall effect: Z = 5.20 (P < 0.00001)

Duloxetine results from six trials and 2,246 patients using
60 or 120 mg daily for at least three months are shown in
Figures 3 and 4, for at least 50% and at least 30% pain
intensity reduction respectively. The magnitude of the
risk difference is 9% and 11% respectively, significantly
better than placebo, and with limited heterogeneity in
these large, high-quality, long duration studies.

Developer’s response
Please respond to each comment

Outcomes analysed

We agree that patient important
outcomes are vital to informing
recommendation making. The
IMMPACT core outcome set was used
when forming this review protocol. In
terms of reporting pain, we are aware
that trials of pain are encouraged to
report number of responders (30 or
50%) as well as the continuous
outcome data. When setting the
review protocol we agreed that

| dichotomising continuous outcomes

loses some important information on
the variation in response and we
advise against reporting it instead of
the continuous data. To avoid double
counting of information in decision
making we therefore note that this
should be a secondary outcome to the
continuous data (only reported if the
continuous data wasn’t available). This
is still consistent with the IMMPACT
recommendations.
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Figure 3: Duloxetine 60/120 mg daily: at least 50% pain
intensity reduction

Stakeholder Document

Alternative analysis
Thank you for providing your

Risk Difference . .
reanalysis of this data, however for

Experimental Control

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Arnold 2004 17 103 11 102 9.5% 0.06 [-0.04, 0.15] ;

Arnold 2005 79 234 18 120 14.7% 0.19[0.10, 0.28) the reasons stated above, Vye believe
Arnold 2010 65 263 44 267 246% 0.08[0.01,0.15] | the methodology followed in the
Chappel 2008 86 297 26 144 18.0% 0.11[0.03, 0.19] e .
Murakami 2015 66 191 a8 195 17.9% o0.10[0.01 0.10]  guideline is robust and appropriate for
Russel 2008 36 162 34168 15.3% 0.02[-0.07,0.11] | raviews informing recommendations
Total (95% CI) 1250 996 100.0%  0.09[0.06,0.131 | for national guidance.

Total events 349 181

Heterogeneity: Chi* = 7.90, df = 5 (P = 0.16); I’ = 37% 1
Test for overall effect: Z = 5.33 (P < 0.00001)

Figure 4: Duloxetine 60/120 mg daily: at least 30% pain
intensity reduction

Experimental Control Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI
Arnold 2004 29 103 23 102 9.5% 0.06 [-0.06, 0.17]
Arnold 2005 100 234 24 120 14.7% 0.23 [0.13, 0.32]
Arnold 2010 96 191 770195 17.9% 0.11[0.01, 0.21]
Chappel 2008 113 297 37 144 18.0% 0.12 [0.03, 0.21]
Murakami 2015 95 263 71 267 24.6% 0.10 [0.02, 0.17]
Russel 2008 49 162 44 168 15.3% 0.04 [-0.06, 0.14]
Total (95% CI) 1250 996 100.0% 0.11 [0.07, 0.15]
Total events 482 276

Heterogeneity: Chi* = B.77, df = 5 (P = 0.12); I = 43% H

Test for overall effect: Z = 5.57 (P < 0.00001)

Comparing efficacy with pregabalin and duloxetine
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Table 1 shows the comparison between the summary
analyses of these two interventions for fibromyalgia.
Each uses:

Stakeholder Document

e the same dose of the drug under testin a
comparison with placebo,

e using essentially similar patient populations with
at least moderate pain relief (typical mean initial
pain scores were in the range 6 to 7.5 out of 10,
indicating most had severe pain),
the same study duration of around three months,
the same or very similar methods of
ascertainment of pain by the patient,

e the same patient-centered outcomes,

e the same method of analysis,

e using all available data (at least all immediately
available at short notice).

The table includes data on over 5,500 participants, and,
for each of the two outcomes, percentages with
treatment and placebo achieving the outcome is very
similar. For each outcome, about 10% more of the
participants treated had the outcome with treatment than
with placebo.

Table 1: Comparison between analyses of pregabalin and
duloxetine
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Number of Percent wit
Drug . . .
daily dose Trials Patients Active

At least 30% pain intensity reduction

Pregabalin 300 mg 7 3278 41

Duloxetine 60/120 mg 6 2246 40
At least 50% pain intensity reduction

Pregabalin 300 mg 7 3278 31

Duloxetine 60/120 mg 6 2246 28

Comparison of the responses between the two drugs at
each outcome indicates no significant difference in effect
size, using 2-tailed z-test.

The committee found that duloxetine had no benefit on
pain in the long term, despite this overwhelming
evidence, far larger in quantity and longer in duration
than data for other antidepressant drugs. The committee
found little or no benefit of antiepileptic drugs in terms of
pain in shorter or longer term, and that “there was
insufficient evidence to justify the routine use of
gabapentinoids for chronic primary pain.”
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As presented here, for fibromyalgia there is a large
amount of high-quality data with little uncertainty, and
with confidence intervals that include the threshold of
absolute difference of 210 set as a limit by NICE. The
evidence presentation to the committee omitted very
large amounts of directly relevant evidence, by failing to
follow established evidence for patient-centred
outcomes, and by presenting the evidence in a way that
precluded the committee from making a proper,
evidence-based decision.

Stakeholder Document

The individual patient experience

Clinical trials of pregabalin used for the treatment of
fibromyalgia have examined the individual experience of
pain, and have linked their pain experience to the
experience of concomitant symptoms (fatigue,
depression, sleep, etc). The experience of people with
fibromyalgia who are successfully treated - their pain is
reduced by a satisfactory degree - is similar to those with
other pain conditions. Those who have good pain relief
experience significant clinical benefit in all the other
symptoms, and their quality of life improves dramatically.

Pain

How participants express their experience in terms of a
global impression of change is associated with their pain
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at the end of a three-month trial, as shown in Figure 5.
Those much or very much improved typically have low
pain scores (at worse mild pain), while those reporting
minimal change, no change, or worsening report typically
moderate or severe pain.

Stakeholder Document

Figure 5: PGIC experienced by 1,858 participants with
fibromyalgia completing 8-14 week trials (PGIC:
Patients' Global Impression of Change; VAS PI: visual
analogue scale pain intensity)
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The pain experience at the end of these trials is typically
determined early in the trial and then sustained. One trial
used a 1-100 mm VAS scale with intermediate reporting
at 5 and 9 weeks. Figures 6-8 show the pain scores in the
individual participants according to their pain intensity
reduction at the end of the trial.

Most of those who did not respond never responded at
any time, though there were some who had an early
response but who withdrew from the trial principally

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
advisory committees

153 of 1236



N I c E National Institute for
Health and Care Excellence

Chronic pain
Consultation on draft guideline - Stakeholder comments table
03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Pag Comments Developer’s response

Line No . -
No Please insert each new comment in a new row Please respond to each comment

because of intolerable adverse events. This was the
largest group of participants, about 50%. Their pain
scores throughout the trial were predominantly in the
range of severe pain.

Stakeholder Document

Most of those who had an intermediate response,
between 15% and 50% pain intensity reduction had a
similar response throughout the period. This was the
smallest group, about 20%. Their pain scores throughout
the trial were predominantly in the range of moderate
pain, though some were severe and some were mild at
the end of the trial.

Most of those who had a good response responded early,
typically maintained that response throughout the trial,
and had final pain scores of mild pain at the end of the
trial. This was about 30% of the total.

Figure 6: People with pain intensity reduction 0-15% at
end of trial, where withdrawal uses initial pain score
(VASPI: visual analogue scale pain intensity; PIR: pain
intensity reduction; N: number of participants)
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Figure 7: People with pain intensity reduction 15-49% at
end of trial (VASPI: visual analogue scale pain intensity;
PIR: pain intensity reduction; N: number of participants)
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Figure 8: People with pain intensity reduction 250% at
end of trial (VASPI: visual analogue scale pain intensity;
PIR: pain intensity reduction; N: number of participants)

VASPI (PIR 250%, N = 177)

Weeks of treatment
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Stopping rules
This information can be used to test the potential for a
“stopping rule” of value for clinical practice. A “stopping
rule” is a point where we can be pretty sure that further
treatment is futile. A stopping point is reached when:
e a patient stops treatment because of adverse or
another event
e apatient experiences an inadequate level of pain
relief to justify further treatment, in the
knowledge that further treatment will NOT bring
good pain relief

Stopping treatment prevents treatment when there are
risks and costs, but no benefit.

Using the data from the 645 participants described
above, and using a pain intensity reduction of less than
30% from that at the beginning of treatment at 5 weeks
as a stopping rule, we can test how efficient it would be.
Figure 9 shows that 86% would not have achieved any
useful pain relief, 14% may have achieved >30% pain
intensity reduction, and 8% >50% pain intensity
reduction.

Figure 9: End of trial result in participants with pain
intensity reduction of less than 30% after five weeks of
treatment
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The committee rightly identified throughout the
document that quality of life was of key importance.
However, the presentation of evidence was such that
only averagequality of life data were presented. It is
obvious that when the magnitude of a difference in effect
size in pain is small, there is unlikely to be much benefit in
concomitant measures such as quality of life or sleep. For
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pain there is abundant evidence that large degrees of
pain relief are associated with large benefits in
concomitant areas, especially in terms of quality of life.
For fibromyalgia there is good evidence from individual
patient-level analysis that those with good pain relief
have large benefits in quality of life and concomitant
symptoms (sleep, depression), and their ability to work.
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For example, analysis by degree of pain relief
demonstrates stepped benefits in terms of quality of life
(Figure 10) and days missed from work (Figure 11)
(Straube 2011a) using data from almost 2,000
participants enrolled in clinical trials of fibromyalgia. Even
better results are obtained for those with at least 50%
pain intensity reduction and pain score below 3/10 at the
end of the trial, in whom almost four days per week of
work are gained (Straube 2011b).

Figure 10: Quality of life and pain (QALY: quality-
adjusted life year)
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Figure 11: Days lost from work and pain (FIQ:
Fibromyalgia Impact Questionnaire)
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Benefits go further, and include fatigue (Figure 12), sleep
disturbance (Figure 13), depression (Figure 14), disability
(Figure 15), or all components of the SF-36 (Figure 16).
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All show large benefits in those people with the greatest
degree of pain relief.
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Figure 12: Fatigue measures from Global Fatigue Index
(GFI) according to pain intensity reduction
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Figure 13: Sleep disturbance (SD) according to pain
intensity reduction
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Figure 14: HADS score accordingto pain intensity
reduction (HADS: Hospital Anxiety and Depression
Scale)
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Figure 15: Work disruption from Sheehan Disability
Scale (SDS) accordingto pain intensity reduction

SDS work Start . Finis

0- [ [ [ [
<0 0-15 15-30 30-50 =5
Percentage pain relief over baseline

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or
advisory committees

168 of 1236



N I C E National Institute for
Health and Care Excellence

Chronic pain
Consultation on draft guideline - Stakeholder comments table
03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

. Developer’s response
Page Line No Comments p p

Stakeholder Document . .
No Please insert each new comment in a new row Please respond to each comment

Figure 16: Individual components of SF-36 accordingto
pain intensity reduction
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This evidence undermines the conclusions of the
guideline that there is little or no quality of life benefit
from the use of antiepileptics in these pain conditions. On
the contrary, those few with good pain relief have values
for quality of life that approach normal, including the
ability to work.
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Conclusion

These comments relate only to some aspects of
pharmacological therapy for one pain condition in this
guideline. The conclusion is that the methods of evidence
collection, analysis, and presentation used in the guideline
were flawed, consequently undermining the committee’s
ability to make an informed judgement.

There is an established evidence base demonstrating that,
for fibromyalgia at least, there is good evidence that
pregabalin not only has a similar effect size for pain as
duloxetine, but also that those patients with good pain
relief derive large benefits across all their concomitant
symptoms, their quality of life, and their ability to work.
The points made in Comments 4 and 7 of this document
also apply to the pain management programme section:
about synthesis (splitting to an extreme rather than
combining similar trials with similar outcomes for
analysis), and about the prominence given to MID, a far
more arbitrary quantity than is acknowledged by NICE, in
evaluating efficacy.

Bliokas VV, Cartmill TK, Nagy BJ. Does systematic graded
exposure In vivo enhance outcomes in multidisciplinary
chronic pain management groups? Clin J Pain 2007;23(4),
361-74.

Brinck EC, Tiippana E, Heesen M, et al. Perioperative
intravenous ketamine for acute postoperative pain in
adults. Cochrane Database Syst Rev.
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Thank you for your comment. Please
see our response to your comments 4
and 7.

Thank you for your comment. All of
the references you provide have been
double checked for their relevance to
the guideline review protocols. Details
are as follows:

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

171 of 1236



Chronic pain

N I c E National Institute for
Health and Care Excellence

Consultation on draft guideline - Stakeholder comments table

03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakeholder

Document

Page
No

Line No

Comments
Please insert each new comment in a new row

2018;12(12):CD012033. Published 2018 Dec 20.
doi:10.1002/14651858.CD012033.pub4

Dechartres A, Trinquart L, Boutron I, Ravaud P. Influence
of trial sample size on treatment effect estimates: meta-
epidemiological study. BMJ 2013;346: f2304

Fanelli D, Costas R, loannidis JP. Meta-assessment of bias
in science. Proc Natl Acad Sci U S A. 2017 Apr
4;114(14):3714-3719. doi: 10.1073/pnas.1618569114.

Flather MD, Farkouh ME, Pogue JM, Yusuf S. Strengths
and limitations of meta-analysis: larger studies may be
more reliable. Control Clin Trials. 1997 Dec;18(6):568-79.

IntHout J, loannidis JP, Borm GF, Goeman JJ. Small
studies are more heterogeneous than large ones: a meta-
meta-analysis. J Clin Epidemiol 2015;68:860-9. DOI
10.1016/j.jclinepi.2015.03.017.

Kole-Snijders AMJ, Vlaeyen JWS, Goossens MEJB,
Rutten-van Moélken MPMH, Heuts PHTG, van Breukelen
G, van Eek H. Chronic low-back pain: what does cognitive
coping skills training add to operant behavioral
treatment? Results of a randomized clinical trial. J Cons
Clin Psychol 1999;67(6):931-44.
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Bilokas et al. was excluded from the
pain management programmes due to
having an insufficient exercise
component to meet the protocol
definition of a pain management
programme. It was excluded from
psychological therapies due to not
being chronic primary pain.

Brinck et al. was not relevant for the
pharmacological review because it
was for acute postoperative pain, not
chronic primary pain.

Dechartres et al., Fanelli et al., Flather
et al. and IntHout et al are
methodological studies relating to
your previous comment about sample
size which we have responded to
above.

Kole-Snijders et al. was excluded due
to having an insufficient exercise
component to meet the protocol
definition of a pain management

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

172 of 1236



Chronic pain

N I c E National Institute for
Health and Care Excellence

Consultation on draft guideline - Stakeholder comments table

03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakeholder

Document

Page
No

Line No

Comments
Please insert each new comment in a new row

Moore RA, Gavaghan D, Trameér MR, Collins SL, McQuay
HJ. Size is everything - large amounts of information are
needed to overcome random effects in estimating
direction and magnitude of treatment effects. Pain
1998;78:209-16.

Moore RA, Eccleston C, Derry S, Wiffen P, Bell RF,
Straube S, et al. ACTINPAIN Writing Group of the IASP
Special Interest Group on Systematic Reviews in Pain
Relief, Cochrane Pain, Palliative and Supportive Care
Systematic Review Group Editors. “Evidence” in chronic
pain-establishing best practice in the reporting of
systematic reviews. Pain 2010;1 50: 386-9.

Moore RA, Straube S, Aldington D. Pain measures and
cut-offs - 'no worse than mild pain' as a simple, universal
outcome. Anaesthesia 20133;68(4):400-12.

Moore RA, Derry S, Aldington D, Cole P, Wiffen PJ.
Amitriptyline for neuropathic pain in adults. Cochrane
Database of Systematic Reviews 2015, Issue 7.
CD008242.

Moore 2015b, Moore RA, Derry S, Aldington D, Cole P,
Wiffen PJ. Amitriptyline for fibromyalgia in adults.
Cochrane Database of Systematic Reviews 2015, Issue
7.CD011824;
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programme. It was excluded from
psychological therapies due to not
being chronic primary pain.

Moore et al. 1998, Moore et al. 2010,
Moore et al. 2013a are all
methodological studies.

Moore et al. 2015 was not relevant to
the pharmacological review
population as the systematic review |
for neuropathic pain rather than
chronic primary pain. There is existing
NICE guidance for pharmacological
management of neuropathic pain
(CG137).

References for Moore et al. 2015b
were checked for any relevant studies
for the pharmacological review.

Nguyen et al. and Niesch et al. are
methodological studies.
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Niesch E, Trelle S, Reichenbach S, Rutjes AWS,
Tschannen B, Altman DG, et al. Small study effects in
meta-analyses of osteoarthritis trials: meta-
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Roberts I, Ker K, Edwards P, Beecher D, Manno D,
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Oberoi et al. is not relevant to the
guideline population.

Pogue et al., Roberts et al. Sawyer et
al., Seers et al, Straube et al. (x3),
Thorlund et al. And Turner et al. are all
methodological or background
relating to other comments you have
submitted which we have responded
to in the relevant comment row.

All references in Vickers et al. had
been checked for relevance to the
acupuncture review and Williams et al
for the pain management
programmes and psychological
therapies reviews.

Zhang et al. is a methodological study.
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In key recommendations for research in the main
guidelines document, p11, is the suggestion that optimum
characteristics - by implication, the same for all chronic
pain patients, an untenable assumption - of pain
management programmes can be defined? There is an
extensive empirical literature which has tried to do just
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Thank you for your comment. On
consideration of stakeholder
comments the research
recommendation for pain
management programmes has been
removed as it is considered that there
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that, using modelling, regression, dismantling trials and
other methods. There is no ‘one size fits all’, as has been
evidence for at least a decade. Encouraging further empty
attempts to identify such a ‘one size’ is unhelpful.

Similarly, there is a body of existing literature which aims
to identify risk factors that may represent barriers to
successful management of chronic pain and on relaxation
as a stand-alone treatment. Encouraging further simple
attempts to answer these questions may lead to research
waste (Glasziou & Chalmers 2018).

Clinical guidelines for the management of chronic primary
pain have the potential to improve the quality and
consistency of care for a group who commonly feel
neglected by a healthcare system that does not work for
them and as such we at Cochrane Pain, Palliative, and
Supportive Care Review Group (PaPaS) welcome such an
initiative in principle.

As a group we have extensive experience of synthesising
evidence in this field and through that experience we are
very aware of the many substantial difficulties that can
arise when trying to draw conclusions and develop
workable recommendations from what is often a rather
messy evidence base. This area is affected by challenges

Developer’s response
Please respond to each comment
has already been extensive research in
this area.

The guideline reviewed the evidence
for psychological, biological and social
factors. There was a lack of good
quality evidence that had undertaken
multivariate analysis adjusting for
confounders. This is required to
demonstrate which factors are
independent predictors of poor
outcome rather than just showing an
association between the two factors.
Thank you for your comments. We
agree that saying ‘specific’ conditions
in this context may be misleading and
this has been reworded in the
overview section for the guideline.
The committee acknowledge the
overlap with low back pain and the
ICD-11 definition of chronic primary
pain. Its exclusion was to avoid having
overlapping recommendations for a
population appearing in two NICE
guidelines. This decision was made
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of clinical heterogeneity (in populations and
interventions), diagnostic ambiguity, difficulty in
capturing an elusive outcome (pain), heterogeneity in
treatment response, the highly variable quality of relevant
clinical studies and generally small average treatment
effects.

These challenges result in substantial uncertainty and
leave the findings of evidence reviews prone to being
unhelpfully influenced by specific methodological choices
and open to varied interpretations. In offering our
feedback we hope to constructively raise concerns of this
nature for the committee to consider.

Concerns with the scope:

The draft guideline states that it covers “....assessing and
managing chronic pain in people aged 16 years and over”
and should be used alongside existing NICE guidance for
“specific conditions” that cause pain, including headaches,
low back pain and sciatica, rheumatoid arthritis,
osteoarthritis, spondylarthritis, endometriosis and
irritable bowel syndrome. It includes recommendations
on managing chronic primary pain (as defined in
International Classification of Diseases ICD-11) for which
there is no other NICE guidance.

The use of the word “specific” is worthy of attention here
as some of the above listed conditions will include people

Developer’s response
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during scoping which informed the
population for all the reviews of
interventions for management that
may otherwise contradict with existing
guidance. Amendments have been
made to the supporting text and
presentation of the guideline to
improve clarity and direct people to
related NICE guidelines where that
population was excluded.

The committee consider the quantity,
quality and subsequent limitations of
the evidence in their interpretation of
the evidence when forming
recommendations. Their
considerations are detailed in the
discussion of the evidence in the
review chapters. The view of the
committee is that there are likely to
be shared mechanisms across
different types of chronic primary
pain, despite those not being fully
understood, the similarities are such
that there is no reason not to consider
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who fit the ICD-11 definition. This is particularly true of
low back pain, where non-specificity and diagnostic
uncertainty is the norm; many people would fit the ICD-
11 definition and also where there is the largest evidence
base for clinical interventions. One possible unintended
consequence of pragmatically excluding studies in
populations for which there is existing NICE guidance is
that it may exclude highly relevant evidence that may be
of better quality than what is actually included.

The evidence base for many of the conditions that remain
within the scope is relatively small and immature. As such
the resultant evidence reviews for NICE mainly include
small and relatively exploratory studies. This can have an
important impact on the resulting evidence reviews and
subsequent recommendations by introducing a study-
level selection bias where larger more robust trials are
selectively excluded. The opposing risk of the scope is
that of pooling data from heterogenous clinical
populations and interventions which may result in failure
to identify a uniquely effective intervention in a broader
class or one that is that is effective for a specific patient
group.

The decision to include people under 18 in the guideline
raises issues. Although many children’s hospitals cease
intake of patients over the age of 16, many pain clinics
continue to treat people as children beyond the age of
16. In fact, childhood was recently redefined as

Developer’s response
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evidence to apply for all types of
chronic primary pain unless evidence
suggest otherwise. In the evidence
reviews, types of chronic primary pain
were pooled, but where heterogeneity
was present this was explored with
subgroup analysis when data allowed.
Where carried out, in most cases it did
not demonstrate a difference in effect
according to type of chronic primary
pain. If there was reason to believe
evidence reviewed suggested that
specific considerations were required,
this was detailed in the
recommendations (for example,
separate research recommendations
for pharmacological management of
CRPS).

During scoping, stakeholder feedback
suggested that the guideline should
start at age 16 because some adult
services start from 16. The evidence
base identified was all for people aged
18 and over. The committee
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continuing to the age of 24 in 2018 (Sawyer 2018).
Certainly, children between 16-18 years are often
included in paediatric studies. Chronic pain presents
challenges to children who are less autonomous, continue
to live at home and rely heavily on their parents. Starting
the guidance at 16 years results automatically in a void of
evidence as children of this age-range are included
mostly in paediatric studies.

Clearly decisions regarding scope were made a priori and
cannot be changed at this stage but a clear recognition of
how they may impact the evidence reviews is vital when
drawing conclusions and forming recommendations.

Pain is a field in which the choice of methods can
profoundly affect the results obtained. At PaPaS we have
produced a suite of high-quality systematic reviews
across the full range of interventions that pertain to the
population of interest and should inform clinical decision
making. Due largely to the unique and restrictive scope of
this guideline many of these were excluded or not
considered, despite being highly relevant. Cochrane
reviews, including PaPaS reviews, were excluded from
consideration in the evidence reviews for
pharmacological, psychological, manual therapy, exercise,
acupuncture, electrophysical modalities (transcutaneous
electrical nerve stimulation (TENS)) and pain management
programmes. It is disappointing and inefficient that many
of these were not formally considered in the process.
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considered that in many cases the
recommendations could equally apply
to 16-17 year olds, but they add
details where this does not apply
(most notably for antidepressants).
The committee have also added a
recommendation for considerations
during the assessment of young adults
with chronic pain.

Thank you for your comment. We do
agree that where possible high quality
systematic reviews such as Cochrane
reviews should be used within
guidelines and can help reduce
duplication by doing so. The
population overlaps between chronic
primary pain, other types of chronic
pain, and existing NICE guidelines
made it particularly challenging to do
so in many cases in this guideline
however.
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Defining clinical importance in the field of persistent pain
is a difficult question that has received a lot of attention
and some, though not total, consensus. For within-person
change it is encouraging to see the use of widely
accepted “responder” thresholds, though disappointing to
see them take a low priority, and of course disappointing
to see how little of such data there was available. We
recognise the need to apply thresholds to aid consistent
decision making. In persistent pain it is clear that nothing
works well for most people but for some interventions a
small number of people may derive important benefit. As
such the threshold applied of 210 absolute risk difference
(Number-Needed-to-Treat (NNTB) 10) presents a risk of
excluding an intervention that may offer important
benefit to a small number of people with pain. An
example of where this may have occurred is presented
below in our discussion of pregabalin and duloxetine .

For average between-group differences in pain the
decision to base judgement thresholds of clinical benefit
as a function of baseline variance is more problematic as
variance in the measurement of outcomes is not a
function of clinical importance.

Developer’s response
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Thank you for your comment. When
setting the protocols, thresholds for
clinical importance were discussed at
length with the committee. The
committee agree that there is not
total consensus on values for chronic
pain.

Responder criteria for pain were
discussed and included for pain,
however this was agreed only to be
used when continuous data were not
reported by the study for that
outcome. This has been clarified in the
methods chapter.

Number of responders was very rarely
reported in studies, with the
exception of the pharmacological
studies where it was more commonly
reported. It would therefore not have
been possible to apply consistent
thresholds for different interventions
had this been used as a basis of
determining clinical importance.
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We agree that different approaches to
determining thresholds each have
their own pros and cons. All decisions
about clinical importance in the
guideline were made in discussion
with the committee, including
consideration of the absolute effect.
Clinical importance was only one of
the factors taken into account when
making recommendations. The quality
of evidence, imprecision and balance
of benefit and harms are all
considered before recommendations
are made. No intervention was
excluded purely on an assessment of
the absolute effect of a single study.
The committee note that there are
suggestions that small subgroups of
people with chronic primary pain may
benefit from some treatment. These
guidelines provide recommendations
for the population with chronic pain.
Unfortunately research to date does
not enable this group of responders
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Stakeholder Document
for different interventions to be
identified and therefore
recommendations for more targeted
prescribing are not possible. The
committee agreed it was
inappropriate to recommend trying
medicines for which there is no good
evidence that most people will benefit
from or to risk exposing all of the
chronic primary pain population to
medicines with a potential for harm,
without evidence on how to
determine the small subgroup that

may benefit.
Cochrane Methods Gene | General | Synthesis: The separation of analyses of pain by different | Thank you for your comment. We
Pain, Palliative ral measurement tools, and health related quality of life follow the guidance from the SF36
and (HRQol) into the multiple subdomains/ scales of the manual (regarding subdomains of
Supportive included measures, creates a significant issue of multiple health related quality of life scales).
Care Review comparisons. The predominance of single or 2 trial Ideallv wh ilabl t th
Group analyses throughout is not the best use of the data and cally where avallable We report the

sacrifices the potential precision that can be afforded by physical and mental component
pooling. There is nothing in the Appendix: Methods 2.3.2 | Summary scores, but if not, the

on Methods of combining clinical studies that explains individual subscales are reported as
why there is so little combination of similar studies with they are validated if all reported
similar or the same outcomes, generating instead tens of | individually. Where studies have
singlle .trial meta-analyses that jettison the power of meta- reported these in the same way, they
analysis.
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Beyond the issue of precision, the size of studies may
have a profound impact on their results that this might
lead to an overly positive picture for some interventions
(Dechartres 2013; Niiesch 2010). Dechartres (2013)
demonstrated that trials with fewer than 50 participants,
which reflects the majority of studies included in this
review, returned effect estimates that were on average
48% larger than the largest trials and 23% larger than
estimates from studies with sample sizes of more than
50. Similarly, in Cochrane Reviews of amitriptyline for
neuropathic pain and fibromyalgia (Moore 2015a; Moore
2015b), smaller studies were associated with substantially
lower numbers needed to treat for an additional
beneficial outcome (NNTBs) for treatment response than
larger studies. In their recommendations for establishing
best practice in chronic pain systematic reviews, Moore
(2010) suggest that study size should be considered an
important source of bias, as have others (Fanelli 2017;
Flather 1997; IntHout 2015; loannidis 2005; Moore
1998; Nguyen 2017; Pogue 1998; Roberts 2015;
Thorlund 2011; Turner 2015; Zhang 2013).Recent
examples of how small study size can influence results
include a commentary to a recent JAMA paper (Oberoi
2020), and in postoperative pain (Brink 2018). The
bottom line is that conclusions based only on small
studies are often or usually incorrect, especially where
methodological considerations indicate significant risk of
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are pooled, but if the summary scores
are reported in some studies, and
individual subscales in others, they
cannot be pooled.
Whenever possible outcomes have
been pooled in meta-analysis. This can
be done where similar continuous
outcomes are reported on the same
scale (reporting either final values or
change scores) but if different scales
are reported, these can only be poled
if all data are either final values or
change scores. This level of
methodological detail is not usually
provided in the methods chapter for
the guideline reviews, but is detailed
in the Cochrane handbook and is best
practice systematic review
methodology.
Where outcome measures are
assessing different aspects of an
outcome, they are not pooled.

We agree that sample size is an
important factor to consider when
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bias. That situation applies to several parts of the
evidence presented to the committee.

These dual issues of multiple comparisons and study size
raise the risk of multiple false positives but more broadly
a serious problem of imprecision. In this instance small
differences in methodological approach and
interpretation are prone to producing quite different
conclusions which may influence the recommendations
of the committee and, in turn, patient care.

The approach taken to the application of GRADE
(Grading of Recommendations Assessment,
Development, and Evaluations) may result in
overestimating the certainty of the evidence for some
comparisons with potential impacts on the decisions of
the guideline development group (GDG). Imprecision
judgements were based on whether the effect sizes and
95% confidence intervals overlapped the minimally
important difference (MID) threshold. This approach
arguably undervalues the importance of study size in
determining the certainty of evidence and a more
cautious approach would be to consider any analysis
based on a small number of participants to be
downgraded on the basis of imprecision. As an example,
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interpreting the results. We do not
exclude studies of smaller sample size
as it may be possible to pool these
with other studies in the meta-analysis
increasing the body of evidence for
that outcome. The sample size will be
taken into account by the study’s
weight in the meta-analysis. Where
studies of small sample size cannot be
pooled, this is one of the factors the
committee takes into account in their
decision making to inform
recommendations.
Thank you for your comment. The
confidence interval is widely agreed to
account for sample size to a large
extent. For example, the Cochrane
handbook states ‘The width of the
confidence interval for an individual
study depends to a large extent on the
sample size. Larger studies tend to
give more precise estimates of effects
(and hence have narrower confidence
intervals) than smaller studies.’ In the
example you give, it is likely that the
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the approach taken by NICE would allow a single small
study with poor randomisation and at subsequent risk of
serious bias to be rated as offering moderate-quality
evidence, which would be inappropriate.

In both the evidence review on psychological treatment
and on pain management programmes (1.7.12) is a
statement about downgrading all trials for lack of
blinding. While blinding is important in randomised trials
(but rarely checked, only assumed by the nature of design
even for drugs with well-known side effects that unblind
participants), where it is clearly not possible, as in
psychological treatment trials, methodological features
that partly mitigate it have been investigated and used:
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single small study would have had
wide confidence intervals around the
effect, leading it to be rated as low or
very low quality evidence, depending
how wide.

To reassure you, GRADE is only one
part of the complex decision making
process. The committee take a
number of factors into account when
making recommendations, including
the net clinical benefit over harm
(clinical effectiveness) alongside the
magnitude of the effect (or clinical
importance), quality of evidence
(including the uncertainty) and
amount of evidence available.

Thank you for your comment. We do
note that blinding is not possible in all
circumstances, and some trials
attempt to mitigate this where
possible. However, it can still lead to a
risk of bias with subjective outcome
measures. Studies with an attention
control were also included and should
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assessment by staff blind to treatment allocation; be accounted for differently in risk of
expectations of improvement taken from all participants bias to unblinded studies. We disagree
at baseline; an attempt at equipoise in those who deliver | {15t the committee have ignored this
contro! and comparison condltl‘ons, rather than‘clear factor. This was discussed and
therapist allegiance expressed in some publications. . L

. . . - considered when determining
These design features were discussed in committee, but dati h
appear to have been ignored. Simply marking down all recommen ations, as was the
trials for lack of blinding, and therefore lowering the subjectivity of the outcome measure.
overall quality, is not a helpful approach to the problem.
Nor was there recognition that some trials used some
outcomes that were not self-report: a feature that could
have been identified better as positive and recommended
to future trials.

General | In the light of the low confidence expressed about self- Thank you for your comment. Baseline
report, not without reason, it is surprising to see the values are taken into account for all
weight put on exact calculation of change in scales for continuous outcomes where they are
minimally |mport.an'F fjlfference. None of this took available. The baseline values for the
account of unreliability of scales, often around the same .

. . o . outcomes are reported in the
size as the MID identified. Additionally, a quantum ) bi th th |
improvement in outcome scale has different meaning evidence ta €s with the resu ts and
according to the baseline, which is why pain reductionis | Were used to inform committee
usually expressed in percentages rather than absolute discussion.
values. For those with high baseline levels of pain, small
reductions can be trivial; for those with low scores at
baseline, they may represent substantial change. None of
this appears to be recognised.
General | In summary, we would recommend that: Thank you for your comment. The

guideline covers the assessment of all
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Document

IBD is specifically listed as being covered by the
guideline given the significant impact of pain on
people with Crohn’s and Colitis

Pain is included in NICE guidelines on Crohn’s
Disease and Ulcerative Colitis and the quality
standard on Inflammatory Bowel Disease

The section on medications is framed more
clearly to avoid potential confusion and
recognises the role that medication can play in
treatment for pain

Research recommendations for chronic primary
pain are extended to include chronic pain to
address the pressing unmet need in this area
More training and sharing of good practice in the
multidimensional aspects of pain management
and greater understanding of the likely causes of
ongoing pain are supported.

types of chronic pain, but the specific
management recommendations are
for chronic primary pain only. Chronic
pain already covered in existing NICE
guideline was also excluded from the
specific intervention reviews. This is
detailed in the scope, but further
clarification has been provided in the
headers of each section in the
guideline and with a visual summary
to accompany the guideline indicating
what populations are covered by each
recommendation topic. The title has
also been amended to reflect that
chronic primary pain is also a focus of
this guideline. The NICE pathway will
also link to all the relevant guidelines
(including Irritable bowel syndrome)
to enable more easy navigation
between the recommendations for
different topics.

We will pass your comments re.
adding pain to topics considered in the
Crohn’s disease and Ulcerative Colitis

advisory committees
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guidelines to the NICE surveillance
team which monitors guidelines to
ensure that they are up to date.

Pain is experienced by up to 70% of patients with Crohn'’s
or Colitis in active disease and 20-50% of patients in
remission (Ng SC et al, 2017) and has a significant and
highly debilitating impact on people’s quality of life,
ability to work and psychological wellbeing. For example,
Lucy, who has Crohn’s Disease, said:

“My pain is exhausting, and it’s rarely just pain. If not
accompanied by diarrhoea, fatigue, or other debilitating
symptoms, it’s accompanied by a spiral of anxious,
ruminative thoughts about what the pain means...l was
constantly at doctors and hospital appointments, but | was
rarely asked about my pain.”

The complex interrelationship between pain and other
symptoms and associated complications and conditions
and their combined impact for individuals with Crohn’s or
Colitis is further illustrated by this quote from James, who
also lives with Crohn’s Disease:

“Over the years my Crohn’s symptoms have often shown up
as pain- related with fatigue following, not always diarrhoea
present. | have often wondered why a short bout of pain can
leave me so fatigued. Furthermore, Crohn’s and the later

Thank you for your comment. The
reviews for specific interventions
included in this guideline are all for
the chronic primary pain population
only, rather than all types of pain.
Chronic pain already covered in
existing NICE guideline was also
excluded from the specific
intervention reviews. This is detailed
in the scope, but further clarification
has been provided in the headers of
each section in the guideline and with
a visual summary to accompany the
guideline indicating what populations
are covered by each recommendation
topic. The title has also been amended
to reflect that chronic primary pain is
also a focus of this guideline. The NICE
pathway will also link to all the
relevant guidelines to enable more
easy navigation between the
recommendations for different topics.
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diagnosis of Primary Sclerosing Cholangitis (PSC) have had a | We will pass your comment regarding
major impact on my working life.” the inclusion of pain in the Crohn’s

. .. L . Disease and Ulcerative Colitis
Despite this impact, pain is not currently covered within

uidelines to the NICE surveillance
the current NICE guidelines on Crohn’s Disease or 8

Ulcerative Colitis or quality standard 81 on Inflammatory team which monitors guidelines to
Bowel Disease (IBD). ensure that they are up to date.

In IBD, there are two linked types of pain: inflammatory
and post-inflammatory. Management of the
inflammatory component with for instance biologics may
have a bearing on the development of post-inflammatory
pain although this influence also needs further study.
Additionally, complications and extra-intestinal
manifestations of IBD such as strictures, fistulas and joint
pain can change the quality of pain making it more
widespread and life limiting. Abdominal pain in IBD can
also have a severe direct impact on nutrition which can
then have a confounding effect on physical and mental
health. Existing data (e.g. Sweeney el al, 2018) suggest
that a range of clinical and psychosocial factors are
associated with pain in IBD, with active coping and
perceived social support associated with less pain. In
addition to psychosocial factors, causes of pain may
include co-existing irritable bowel syndrome, visceral
hypersensitivity, fibromyalgia and bacterial overgrowth.
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It is therefore important that a detailed assessment of the
causes of pain is undertaken in IBD patients before
treatment is initiated and that a holistic approach is taken
to explore potential interventions. Discussing options
should be part of shared decision-making with the
patient. Also, that pain is considered in those who are
not experiencing active disease, as part of care planning
and ongoing review/monitoring as these patients are
more likely to be suffering in silence. Currently, pain is
often not addressed as part of consultations and reviews,
with clinicians caring for patients with IBD focusing
predominantly on the control of active disease in the
bowel. This is likely to be because of i) lack of true
understanding of the likely causes of ongoing pain
despite healing of inflammation and ii) inadequate
training for clinicians in the multidimensional aspects of
chronic pain management.

Stakeholder Document

In a UK-wide IBD Patient Survey carried out by the IBD
UKalliance, just over half (53%, 5,405/10,224) agreed or
strongly agreed with the statement “During
appointments, | am asked about pain and treatment
options are discussed to manage this”, while 27%
(2,778/10,224) disagreed or strongly disagreed.

The 2019 IBD Standardsdeveloped by the 17
professional and patient organisations, including the
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British Society of Gastroenterology, Royal College of
Nursing and Royal College of Physicians, state that:

Stakeholder Document

“Pain and fatigue are common symptoms for IBD patients
and should be investigated and managed using a
multidisciplinary approach including pharmacological,
non-pharmacological and psychological interventions
where appropriate.” (Statement 7.4)

Pain is included in Patient Reported Outcome Measures,
such as the IBD Control Questionnaire. The British
Society of Gastroenterology consensus guidelines on the
management of Inflammatory Bowel Disease in
adultsrecommend that:

“Patients with IBD and pain should be investigated for
stricturing disease, abscesses or uncontrolled
inflammation. In the absence of an obvious cause of pain,
other factors should be considered including adhesions,
visceral hypersensitivity, functional bowel disorder or
dysmotility, depression and/or anxiety, sleep disturbance,
stress and psychosocial factors (Recommendation 22).

We would therefore strongly urge the Committee to
include IBD within the list of conditions specifically
mentioned as being covered by the guideline and to
include pain when reviewing and updating existing
guidance for IBD.
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We welcome the Committee’s focus on the need for
further research in this area but are concerned that this is
mostly framed around research recommendations for
chronic primary pain, for example, regarding
psychological interventions. Participants in a qualitative
study exploring the experience of pain in Inflammatory
Bowel Disease expressed the need for better
psychological support and assessment of pain in clinical
practice (Sweeney et al, 2019). Cognitive Behavioural
Therapy may help alleviate stress and anxiety caused by
and contributing to pain. Acceptance has been widely
recognised in the chronic pain literature (e.g. MCracken
and Morley, 2014). Further research in the role of
psychological techniques in pain management
interventions would be valuable for patients with Crohn’s
or Colitis.

There is a significant unmet research need to understand
risk factors for the development of chronic pain in IBD so
that chronic pain can be prevented. Developing a
thorough understanding and optimising management of
IBD symptoms, predominantly pain and fatigue, were
among the top 10 questions raised in a James Lind
Alliance research priority setting by patients and
clinicians (Hart et al, 2017).

Developer’s response
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Thank you for your comment. The
reviews for specific interventions
included in this guideline,
recommendations and research
recommendations arising from them,
are all for the chronic primary pain
population only, rather than all types
of pain. Chronic pain already covered
in existing NICE guideline was also
excluded from the specific
intervention reviews. The title has
been amended to reflect that chronic
primary pain is also a focus of this
guideline as well as adding clarity in
other areas of the guideline.
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For this reason, Crohn’s & Colitis UK has established a
global IBD pain networkto further our understanding of
pain in IBD through stimulating research and
opportunities for collaboration. We are currently funding
four research projects in this area focusing on:
- Mediators that activate pain nerves
(specifically MMP12)
- Visceral hypersensitivity of pain nerves in
chronic inflammation
- Risk factors linked to the development of
pain in IBD
- Acceptance Commitment Therapy (ACT) to
determine effectiveness in treating chronic
pain in IBD

Stakeholder Document

We support the Committee’s recommendation for
further research in pain management programmes,
psychological and relaxation therapy and social
interventions, but would strongly urge the Committee to
extend these recommendations to apply to chronic pain
as well as chronic primary pain given the significant
unmet need and highly debilitating impact of pain for
people with IBD as outlined above.

Crohn’s & Guideline 9 10 We are concerned that there could be confusion in Thank you for your comment. The
Colitis UK relation to this section which refers specifically to chronic | committee agree that it is important
primary pain but could be understood to relate to chronic | ¢his guideline is clearly labelled;

pain as well. We think this needs to be made much definitions are clear and that there are
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clearer - and there may also be cases where there could
be some overlap. For example, for patients with IBD, this
could be when the original cause of pain can no longer be
considered the cause of ongoing pain. It is important to
treat every patient as an individual and to recognise that
trials of medication have a role. In chronic secondary
pain such as IBD-related pain, there is a role for opioids in
the treatment of acute, severe pain associated with
exacerbation of chronic disease, although long-term use
should be avoided (BSG consensus guidelines on the
management of Inflammatory Bowel Disease in adults,
2019).

We would urge the Committee to consider how this
section can be made much clearer to avoid any potential
confusion and to acknowledge that trials of medication
have a role in treatment for pain and the importance of
treating every patient as an individual.

Crohn’s & Colitis UKwelcomes the opportunity to
comment on this draft guideline. The two main forms of
Inflammatory Bowel Disease (IBD), Crohn’s Disease and
Ulcerative Colitis are lifelong conditions affecting at least
300,000 people in UK, with recent research suggesting
the numbers affected could be double this. While those

Developer’s response

Please respond to each comment
relevant signposts to other guidance
where appropriate. In consideration of
the stakeholder comments received
we have renamed the guideline and
added subheadings throughout as well
as adding wording to relevant
recommendations in order to clarify
and avoid any misinterpretation.
Further detail about the definition of
chronic primary pain has been
included on the overview page and in
the context section which is now
placed at the start of the guideline,
and a visual summary has been added
clarifying what populations are
covered by each recommendation.
The NICE pathway will also link to all
the relevant guidelines to enable more
easy navigation between the
recommendations for different topics.
Thank you for your comments. We
have responded to your individual
comments below.
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of all ages are affected, diagnosis is most often when
people are in their teens or twenties. In Crohn'’s and
Colitis, the gut periodically becomes swollen, ulcerated
and inflamed in an unpredictable relapsing-remitting
pattern, causing debilitating symptoms including acute
abdominal pain, weight loss, diarrhoea (sometimes with
blood and mucus) and severe fatigue. In many people
pain becomes chronic, persisting despite apparent
remission of inflammation.

Stakeholder Document

There are also a wide range of extraintestinal
manifestations, which can affect the joints, skin, bones,
eyes, kidneys and liver, and a significant psychological
impact as well as chronic pain. People living with the
conditions often face a lifetime of medication and, in
many cases, major surgery. If poorly controlled,
complications from Crohn’s and Colitis can be fatal. The
pattern, severity, impact and prognosis of symptoms
among patients with Crohn’s or Colitis vary substantially
but frequently lead to deterioration in quality of life.

Crohn’s & Questions Gene | General | What would help users overcome any challenges? (For Thank you for your comment. The
Colitis UK ral example, existing practical resources or national guideline reflects the evidence for
initiatives, or examples of good practice.) best practice. The committee agree
that there is variation in the delivery
More training and sharing of good practice in the of some of the recommended services
multidimensional aspects of pain management and across the NHS. There are areas that

may need support and investment,
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greater understanding of the likely causes of ongoing pain
would make a significant difference to the 70% of people
with Crohn'’s or Colitis experiencing chronic and
debilitating pain. Pain services also need to be resourced
and supported appropriately to meet the need.

The recommendations in this guideline were developed
before the coronavirus pandemic. Please tell us if there
are any particular issues relating to COVID-19 that we
should take into account when finalising the guideline
for publication.

Covid-19 has impacted face-to-face appointments and
monitoring, reducing access to the IBD team and
resulting in delays and cancellations of tests, procedures
and surgery, as shown by the results of Crohn’s & Colitis
UK’s recent Life in Lockdown survey. For example, 26%
of respondents either had to wait longer than usual or
were unable to speak to an IBD specialist and 43% of
respondents were unable to access tests and procedures
as usual. It is therefore highly likely that people with
Crohn's or Colitis have been experiencing increased
inflammatory and post-inflammatory pain over this
period, with less opportunity for support with
management and treatment than pre-Covid.

Developer’s response

Please respond to each comment
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your information
regarding the effect COVID-19 has had
on patient care.
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Derby and General Gene | General | Local specialist opinion:
Derbyshire ral It should be clarified that proposed NICE guidelines do
CCG not necessarily apply to existing patients suffering from

various types of "chronic pain" (as we understand it).

Developer’s response
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Thank you for your comment. That is
correct, the reviews for specific
interventions included in this guideline
and related recommendations are all
for the chronic primary pain
population only, rather than all types
of pain. Chronic pain already covered
in existing NICE guideline was also
excluded from the specific
intervention reviews. This is detailed
in the scope, but further clarification
has been provided in the headers of
each section in the guideline and with
a visual summary to accompany the
guideline indicating what populations
are covered by each recommendation
topic. The title has also been amended
to reflect that chronic primary pain is
also a focus of this guideline. The NICE
pathway will also link to all the
relevant guidelines to enable more
easy navigation between the
recommendations for different topics.
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Miscellaneous queries

e What to do in chronic pain management when all
options have been explored - do prescribers then
revert to management with drugs???? Or best
supportive care?

e Resources for de-prescribing- regional hub support?

Assessing all types of chronic pain

Local specialist opinion:
Agree with much that is in the assessment aspect of the

manuscript, but it does not seem to be evidenced based.

advisory committees

Developer’s response
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Thank you for your comment. The
committee agree that a care and
support plan should be developed
with the person and regularly
reviewed. This should include
providing advice about and supporting
self-management. Recommendations
have been added to highlight this.

The evidence for helping people stop
medicines has not been reviewed
within this guideline. The committee
agree that additional support may be
required and highlight the
recommendations on stopping or
reducing antidepressants in the NICE
guideline on depression in adults as
well as the upcoming guideline on
medicines associated with
dependence or withdrawal symptoms.
Thank you for your comment. These
recommendations were informed by
evidence from a qualitative review on
effective communication between
people with chronic pain and
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Also it is presumably for the assessment of Chronic
Primary Pain?

Derby and Guideline 004 | 015- Local specialist opinion:

Derbyshire 017 Psychological and social factors do play a role in chronic

CCG pain/CPP but there are underlying biological mechanisms
in almost every case, regardless of whether or not it is
understood. One should not attribute all chronic
pain/CPP to psychological and social factors only

Derby and Guideline 005 009- Local specialist opinion:

Derbyshire 011 It is possible that patients with CPP (who don't have any

CCG identifiable cause) may have co-existing condition where

interventions/analgesics are likely benefit and improve
quality of life e.g. focal lower back pain may benefit from
radiofrequency.

Developer’s response
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healthcare professionals. The
rationale section linked to at the end
of this section explains how the
committee used this evidence to
inform the recommendations.
This section is for all types of chronic
pain (both chronic primary pain and
chronic secondary pain). Headings in
the guideline have been amended to
clarify that, and a visual summary of
what is covered in the guideline has
been included.
Thank you for your comment. This
recommendation is intended to
highlight factors that may impact on
the pain, or vice versa, rather than
attributing the pain to these factors.
The recommendation has been
revised to include some additional
factors to consider.
Thank you for your comment. We
agree that chronic primary pain can
coexist with other conditions. A
recommendation has been added to
highlight this and it is also included in
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Derby and Guideline 006 001- Non-pharmacological management
Derbyshire 004
CCG Pain management programmes

Local specialist opinion:

e Social interventions and pain management
programmes should not be treated in isolation.

e NICE review looked at chronic pain in this area and
not chronic primary pain.

e The evidence presented by NICE shows improved
quality of life with professional PMP compared to
usual care, however, NICE seems to discount PMPs
with a psychological component in it.

Developer’s response
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the definitions at the beginning of
each section. Where
recommendations in other guidelines
apply for these conditions, they
should be followed.
Thank you for your comment. No
evidence was identified for social
interventions for people with chronic
pain. The committee have
recommended further research on
this topic. The review of evidence for
pain management programmes was
considered in light of stakeholder
comments and it was agreed that for
consistency with other management
topics in the guideline a post-hoc
sensitivity analysis would be
undertaken to separate evidence
specifically for chronic primary pain.
The evidence in the review is now
presented separately for chronic
primary pain and other types of
chronic pain (including mixed types of
chronic pain). The committee agree
that the evidence reviewed within the
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EXERCISE
Local specialistopinion:

There is no strong evidence for NICE recommended
supervised exercise program and Acupuncture/dry

needling for CPP.

However there is evidence that exercise in itself can

reduce pain states particularly in fibromyalgia

Developer’s response
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guideline did not inform a
recommendation for or against pain
management programmes. For
chronic primary pain the committee
agreed that the majority of evidence
did not show a benefit for quality of
life, and no benefit was observed for
any other outcome. The evidence for
other types of chronic pain
demonstrated a more favourable
benefit for quality of life, but it was
noted this was primarily for low back
pain and was not representative of all
chronic pain. The guideline cross
refers to related NICE guidelines for
management where appropriate for
the type of chronic pain being treated.
Thank you for your comment. The
committee agreed that there was a
large body of evidence in favour of
both supervised group exercise and
acupuncture for chronic primary pain.
For exercise, consistent benefits were
observed for pain and quality of life
from a large number of studies. This
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Psychological therapy for CPP

Local specialistopinion:

e The evidence looked at chronic primary pain in this
domain.

e Evidence showed that ACT was of benefit for quality
of life and psychological distress and there is benefit
for ACT for pain reduction and sleep

JAPC opinion - ACT and CBT are good non-pharmacological
recommendations. As a commissioner we would need
investment for these alternative therapies, to ensure

Developer’s response
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was consistent across different types
of exercise and benefit was seen for
both short- and long-term follow up.
For acupuncture overall the evidence
demonstrated a benefit of
acupuncture, for quality of life and
pain compared to sham as well as
usual care from a large evidence base.
Benefits were also observed in
function and psychological distress. De
novo economic modelling also
supported the recommendations for
both acupuncture and exercise
demonstrating them both to be cost
effective.
Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
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equitable availability for the whole of the Derbyshire
population. Currently we do not have complete coverage
across Derbyshire. Further any structural changes to
commissioned services will require a period of transition

ACUPUNCTURE

Local specialist opinion:

e The guidelines looked at the benefit of
acupuncture in chronic primary pain- the
evidence base for this is of very low quality.
There is good balance of effect for chronic neck
pain but should be done in the community (Band
7 or below delivering 5 hours or less of
acupuncture).

e A major flaw of the review is the lack of
differentiation to individual states. e.g.
vulvodynia and neck pain are not comparable.

e Acupuncture is controversial. There may be small
populations for whom use can be justifiable but it
is widely inappropriately used. There should be a
requirement to keep any provision to a small well

Developer’s response
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that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment.
The committee agreed that overall the
large body of evidence demonstrated
a benefit of acupuncture, and
although some of the evidence varied
in quality, this was a consistent
finding, also supported by some
moderate quality evidence. Consistent
benefits were observed for quality of
life and pain compared to sham as
well as usual care from a large
evidence base. Benefits were also
observed in function and
psychological distress. De novo
economic modelling also supported
the recommendation for chronic
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defined group with good outcome measures
before repeat.

Overall JAPC opinion acupuncture - JAPC feels this
recommendation is based on weak evidence, but similar to
ACT/CBT, we would need investment for this alternate
therapy. More specific guidance for initiation for eligible
patients, continuation and how many treatment cycles and
when to discontinue, i.e. service specification.

Developer’s response

Please respond to each comment
primary pain demonstrating it to be
cost effective.
The recommendation is written as
‘consider’ rather than ‘offer’ partly
because of this varying evidence
quality, and uncertainty in the
maintenance of the effects long term.

The committee took great care to
ensure that there was consistency in
decision making across the level and
amount of evidence underpinning
recommendations. The acupuncture
review had considerably more positive
evidence than other interventions
reviewed in the guideline and had cost
effectiveness evidence supporting the
recommendation.

The committee noted that the
majority of evidence was based on
women with chronic neck pain or
fibromyalgia. However, the committee
agreed that for interventions such as
acupuncture, response to treatment
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001- ELECTRICAL THERAPIES
006
Local specialistopinion:
o Evidence base is for chronic primary pain, and the
Majority of TENS evidence comes from one
study only.
013 Consider an antidepressant

Local specialist opinion:
e Medications like sertraline, fluoxetine, paroxetine and
citalopram- although do help with depression, do not

Developer’s response

Please respond to each comment
would be sufficiently similar to allow
recommendations to be made across
all chronic primary pain conditions.
The committee noted that the type of
acupuncture may vary according to
type of pain, but that this would be
determined by clinical judgement.

The recommendation details specific
guidance for delivering acupuncture,
including the length of the course of
treatment. Due to the uncertainty in
the effectiveness of repeat courses of
acupuncture, a research
recommendation was also included.
Thank you for your comment. The
committee agree the evidence for
TENS was very limited. Two studies
were included, one of which had a
very small sample size.

Thank you for your comment. The

recommendation for antidepressants
was based on a systematic review of
the evidence for people with chronic
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have evidence of any beneficial action on pain
pathways. Thus NICE is assuming that depression is
the main causative factor for CPP and there are no
underlying biological pain mechanisms. Depression in
chronic pain patients often presents as a consequence
of chronic pain or a co-existing condition rather than
sole cause of chronic pain itself.

For SSRIs, SNRIs and tricyclics the quality of evidence is

low.

Derby and Guideline 009 010

Derbyshire
CCG

Pharmacological management - do not offer any of the
following .....Opioids, NSAIDs, anti-epileptic, local
anaesthetics, by any route, unless as part of a clinical trial
for complex regional pain syndrome, local
anaesthetic/corticosteroid combinations, paracetamol,
ketamine, corticosteroids and antipsychotics.

Local specialist opinion:
e In patients with true primary pain it is acceptable to
not offering the above treatments option, however,

Developer’s response

Please respond to each comment
primary pain. Benefit was
demonstrated in outcomes for health
related quality of life, pain, function as
well as psychological distress. This
evidence is therefore supportive of
these drugs having a beneficial effect
on patient reported outcomes for
people with chronic primary pain and
is not based on any assumption on the
causative factor for chronic primary
pain. The committee’s views are that
the mechanisms are not fully
understood. A recommendation has
been added to highlight that these are
recommended for their effects on the
symptoms of chronic primary pain.
Thank you for your comment. The
committee agree that the evidence
does not support the effectiveness of
these medicines for chronic primary
pain. The committee acknowledge
that there can be overlap with other
conditions. Clinical judgement should
be used to determine the appropriate
treatment option relevant to the type
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in reality patients come in complex mixes and
clinicians would have to be careful about
classification. e.g. people with very severe
fibromyalgia would benefit from local anaesthetics
(lignocaine) and ketamine infusions. Under the draft
proposals, these treatments options would not be a
viable choice.

Aim of pharmacological therapy in chronic pain is not
to cure the condition but to make it more manageable
so that patients can engage with rehabilitation.
Pharmacological agents used in pain clinic are almost
always started on trial basis to check their
effectiveness in specific patients, side effects and
reviewed regularly. Most of pharmacological agents
are used as a course for a period of time and then
weaned down once patients start adopting
rehabilitation and self-management strategies.

The evidence if for chronic primary painand only 33
studies were included in this review where 19 studies
are from fibromyalgia. There are more evidence/
studies available which have not been included in the
review.

There is no attempt to differentiate between pain
states in the assessment of therapies for chronic
primary pain; this means that pain states as different
as fibromyalgia, headache CRPS and facial pain
research are treated together from a research and
evidence point of view. This is bad practice and

Developer’s response
Please respond to each comment
of pain being treated according to the
relevant NICE guideline.

The committee agree that the primary
aim of management chronic primary
pain is relief of symptoms. The
systematic review looked for evidence
of effect on a range of patient
reported outcomes. Where evidence
was available the committee agreed
this was not demonstrating
effectiveness of these medicines. The
committee therefore do not agree
they should be trialled in this
population. Their experience is that it
is often the case people are started on
these medicines, perhaps with the
intention of this being a trial, but they
are then continued long term despite
lack or efficacy and often with harms.
As there is no evidence these benefit
the majority of people with chronic
primary pain the committee agree
they should not be recommended,
even for short term use.
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assumes that these pains states are the same, when
clearly they are not.

e Some opioids like tramadol and tapentadol have
evidence of anti-neuropathic action and help some
patients with neuropathic pain.

Criticism for NICE - several excellent Cochrane reviews
available which address the issue of chronic primary pain
in the chronic pain states included in this review (most
notably fibromyalgia and analgesic adjuncts). The
conclusions of these Cochrane reviews are far more
tailored, thorough and robust for these states. The NICE
review ignores the value of these Cochrane reviews and
discounts the studies within them, often for spurious
methodological reasons; i.e. run in period for placebo. The
NICE guidance will therefore leave a large group of
patients with second tier, or no treatment, compared to
previously and also compared to individuals with Chronic
Secondary Pain.

Developer’s response
Please respond to each comment

The view of the committee is that
there are likely to be shared
mechanisms across different types of
chronic primary pain, despite those
not being fully understood, the
similarities are such that there is no
reason not to consider this evidence
for all types of chronic primary pain
unless evidence suggests otherwise. In
the evidence reviews, types of chronic
primary pain were pooled, but where
heterogeneity was present this was
explored with subgroup analysis when
data allowed. Where carried out, in
most cases it did not demonstrate a
difference in effect according to type
of chronic primary pain. Where there
was reason to suggest that different
considerations applied, this was
acknowledged in the
recommendations, for example the
research recommendations for
gabapentinoids and local anaesthetics
for CRPS.
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Neuropathic pain is included in the
NICE guideline for neuropathic pain in
adults. A visual summary has been
added to the guideline to highlight
which recommendations apply to
which population. The NICE pathway
will also link to all the relevant
guidelines to enable more easy
navigation between the
recommendations for different topics.

The Cochrane reviews were fully
considered when undertaking this
review and all of their included studies
were checked for relevance for
inclusion in this guideline review.
There are some differences between
the methods followed by the
Cochrane reviews and the NICE
guideline. The NICE methods are as
per the methods chapter in this
guideline and Developing NICE
guidelines: The manual. These are
robust methods for developing
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evidence based guidelines. The two
primary reasons for the difference in
included studies and consequently the
conclusions in the review are; the
inclusion of enriched enrolment
studies in the Cochrane reviews,
which are excluded from the guideline
review protocol, and the populations
of the reviews. When setting the
protocol, the committee agreed that
studies with an enriched enrolment
design would be excluded, due to
their potential to over-estimate of an
intervention effect and lack of
generalisability of results to a wider
population. We believe this is
appropriate and a robust
methodological decision for a
guideline evidence review that is
intended to inform population based
recommendations for the NHS. The
guideline outcome on the
effectiveness of pregabalin therefore
differs from the Cochrane review
where enriched enrolment studies
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Guideline 009 013 & NSAIDS/paracetamol
021
Local specialist opinion:
e Only few studies included in the review No evidence
was identified for paracetamol
Guideline 009 015 Gabapentinoid

Local specialist opinion:

Very small number of studies included in the review
and benefit showed in subgroup analysis. The two
Cochrane reviews looking at pregabalin and
gabapentin/duloxetine  were not included (the
pregabalin studies from Cochrane discounted due to

Developer’s response

Please respond to each comment
were included. Another reason that
led to differences with the Cochrane
reviews is the population as this
guideline review of pharmacological
treatment is for chronic primary pain
only. A number of the Cochrane
reviews were for chronic pain more
generally, or for specific types of
chronic secondary pain, which were
excluded from the scope of this
guideline for the management
reviews.
Thank you for your comment. There
was a very limited amount of evidence
available relevant to the review
protocol for NSAIDs specific to people
with chronic primary pain, and none
for paracetamol, as you highlight.
Thank you for your comment. The
committee were aware of the relevant
Cochrane reviews and their
conclusions. They were fully
considered when undertaking this
review and all of their included studies
were checked for relevance for

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

212 of 1236



Chronic pain

N I c E National Institute for
Health and Care Excellence

Consultation on draft guideline - Stakeholder comments table

03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakeholder

Document

Page
No

Line No

Comments
Please insert each new comment in a new row

run in time of placebo, which lead to discounting all of
the studies in this Cochrane review)

Developer’s response

Please respond to each comment
inclusion in this guideline review. A
key difference was the inclusion of
studies with an enriched enrolment
design / placebo run in phase. When
setting the review protocol for the
pharmacological review included in
this NICE guideline the committee
agreed these should be excluded, the
reasons are set out below.

Placebo run in studies:

While this can be a useful
methodology employed in a proof of
concept study, it does not provide a
generalizable estimate of the efficacy
of the medicine in the general
population. There are two main
concerns:

1, such trial designs will likely increase
the observed magnitude of effect of
the medicine compared to the placebo
group as placebo responders are
removed. Whilst the placebo response
in pain is known to be high, this is
reflective of how the general
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population are likely to respond, and
so excluding these gives a biased
estimate of effectiveness gained from
these trails compared to those
without a placebo run in phase.

2 —the side effect profile of many of
these medicines (including pregabalin)
are notable. Having a placebo run in
phase can effectively unblind study
participants as they are able to notice
the difference between tablets
received. This again biases the results
of the study, generally in favour of the
active intervention when in a clinical
trial setting.

Enriched enrolment design:

The committee considered that
including enriched enrolment design
studies would not provide the
committee with an overview of the
effect of pharmacological
interventions for people with chronic
primary pain and would not support
their decision making for this
population as a whole. By including
studies that only recruit known
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responders there are difficulties with
interpreting the data for a patient
population, particularly for people
that have not been prescribed the
drug of interest previously. By the
nature of these studies people that
don’t respond (but are diagnosed with
chronic primary pain) are not
included. The effect of this is to likely
increase the observed magnitude of
effect of the medicine in a population
when it is known not to be effective
for some people. It does not provide a
generalizable estimate of the efficacy
of the medicine in the general
population. In addition, the concerns
re the side effect profile stated above
(in our discussion about placebo run in
studies) also apply here.

The committee are aware this has
resulted in the exclusion of some
studies of pregabalin in people with
fibromyalgia. For the reasons stated
above, they believe this is appropriate
when making evidence based
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Derby and Guideline 010- | 014- The ICD-11 definition of chronic primary pain -
Derbyshire 011 021
CCG 001- Local specialist opinion:
003 e There is a conflation of chronic pain and chronic

primary pain- this is a major flaw. The majority of the
pain that seen in specialist pain clinics or in the
community is chronic secondary pain. There is then
no discrimination between chronic primary pain
states: vulvodynia, fibromyalgia etc.

e The ICD-11 definition for chronic primary pain does
not include the below classifications of pain:

o Chronic cancer related pain

Chronic post-surgical or post traumatic pain

Chronic secondary musculoskeletal pain

Chronic secondary visceral pain

Chronic neuropathic pain

Chronic secondary headache or orofacial

pain

e Disagrees with chronic regional pain syndrome being
a form of Primary Pain- as it nearly always results
from trauma or another stimulus.

e Similarly for fibromyalgia it can often be both primary
and secondary (symptoms rising after an initial
disease process e.g. RA or OA).

e Blanket labelling of patients with new definition/
classification and withdrawal of pain treatments has

O O O O O

Developer’s response
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medicine for a population with chronic
primary pain.
Thank you for your comment. The use
of the ICD-11 terminology was
proposed by stakeholders during the
scope consultation, suggesting this
would ensure the guideline was
consistent with how types of chronic
pain were to be recorded and
tracked as a condition in its own right
and its association to other
classifications.
The view of the committee is that
there are likely to be shared
mechanisms across different types of
chronic primary pain, despite those
not being fully understood, the
similarities are such that there is no
reason not to consider evidence to be
relevant to all types of chronic primary
pain unless evidence suggests
otherwise. In the evidence reviews,
types of chronic primary pain were
pooled, but where heterogeneity was
present this was explored with
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potential to cause distress and serious harm to huge | subgroup analysis when data allowed.
group of chronic pain patients. Where carried out, in most cases it did
e The review discounts 47 Cochrane reviews and also | ot demonstrate a difference in effect
seems to discount most of the studies that made up

. according to type of chronic primary
these reviews.

pain. If there was reason to believe
that specific considerations were

Overall opinion from JAPC - we do not agree with NICE’s required, this was detailed in the
definition of chronic primary pain which includes chronic recommendations (for example,
widespread pain, complex regional pain syndrome, chronic separate research recommendations
primary headache or orofacial pain, chronic primary visceral | for pharmacological management of
pain and chronic primary muscolosketetal pain which CRPS).

includes fibromyalgia. As highlighted above there are some

significant omissions in the inclusion definition. . o .
gnif fi Inclusion criteria for conditions under

the umbrella term of chronic primary
pain was based on those listed in ICD-
11 at the time of development. The
committee are aware the ICD-11
categorisation is fluid and conditions
may be added or removed from this
category, however it was agreed the
population covered the relevant
conditions at the time of
development. The committee are also
aware there is current debate as to
where CRPS should be categorised,
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but it is their view that it was
appropriately categorised under
chronic primary pain as although the
mechanisms aren’t fully understood,
the similarities are such that there is
no reason not to consider this
evidence with other types of chronic

primary pain.

Stakeholder Document

All relevant Cochrane reviews were
considered in the development of the
evidence reviews and the included
studies were reviewed for their
relevance to the guideline review
protocols and included where
appropriate. This is detailed in the
evidence reviews.
Dystonia UK Guideline 004- | 001- We agree with the recommendations. Not only are there | Thank you for your comment.
005 016 differing types of dystonia which can affect people in a

number of different ways, the condition effects people of

all ages and at all stages in life. It is important that the

individual and their experiences are properly understood

to treat the resulting pain.

Dystonia UK Guideline 005- | 017- We are in agreement with the recommendations. We Thank you for your comment.
10 010 would, however, query why the use of physiotherapy was | physiotherapy was considered where
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not considered while forming these guidelines? We
support further research in the areas detailed in the draft
consultation.

We welcome the recommendation to ensure
Individualised care when managing chronic pain. The
chronic pain experienced by those with endometriosis
will vary, for example depending on the location and
extent of the endometriosis, and different individuals will
have different priorities for their care including pain
management.

We welcome the recommendation to ensure patients are
supported to and able to actively participate in their care
and care planning. Feedback from the endometriosis
community has shown those with endometriosis are keen
to understand their condition and symptoms, and want to
play an active role in managing their chronic pain.
However, lack of information and lack of opportunity to
discuss their options for this is often cited.

We welcome the recognition that experiencing chronic
pain can cause distresses, and the need to foster a
collaborative and supportive relationship. With the
average length from symptom onset to diagnosis taking
7.5 years in the UK, many with endometriosis have
experienced challenges getting their symptoms along
with the severity and impact of their chronic pain

Developer’s response
Please respond to each comment
the interventions provided by those
healthcare professionals fell within
the reviews, for example, exercise and
manual therapy.
Thank you for your comment.

Thank you for your comment. The
committee note in the rationale for
the recommendation that longer
appointment times may be required
to fully implement these
recommendations.

Thank you for your comment. The
committee agree this is an important
factor in the management of chronic
pain.

Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how
recommendations are developed. The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or

advisory committees

219 of 1236



Chronic pain

N I c E National Institute for
Health and Care Excellence

Consultation on draft guideline - Stakeholder comments table

03/08/2020 — 14/08/2020

Comments forms with attachments such as research articles, letters or leaflets cannot be accepted.

Stakeholder

Endometriosis
UK

Endometriosis
UK

Document

Guideline

Guideline

Page
No

001
and
002

005

Line No

General

018-
020

Comments
Please insert each new comment in a new row

understood, or sometimes even believed. They may have
concerns about discussing their pain and related
experiences if they have previously felt not believed or
listed to, and fostering a collaborative supportive
relationship will be key.

We welcome the focus on good communication, shared
decision making and care plan development taking
account of individual priorities and preferences, and
understanding the impact of pain on the individual. These
are all themes that are reported as important to those
with endometriosis.

Whilst section 1.2 refers to the NICE guideline on
endometriosis for guidance on this as a specific condition,
the NICE Guidelines on Endometriosis (NG73) provides
extremely limited guidance on non-pharmacological pain
management. The only statement that NG73 under Non-
pharmacological management is:

1.9.1 Advise women that the available evidence does not
support the use of traditional Chinese medicine or other
Chinese herbal medicines or supplements for treating
endometriosis.

We request an explicit statement is added to the draft
Chronic Pain Guideline on the benefits to all those with
chronic pain of exercise, psychological therapy and
acupuncture.

Developer’s response
Please respond to each comment

Thank you for your comment.

Thank you for your comment. The
reviews for specific interventions
included in this guideline are all for
the chronic primary pain population
only, rather than all types of pain.
Chronic pain already covered in
existing NICE guideline was also
excluded from the specific
intervention reviews. This is detailed
in the scope, but further clarification
has been provided in the headers of
each section in the guideline and with
a visual summary to accompany the
guideline indicating what populations
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Endometriosis can cause chronic secondary pain, and is
not chronic primary pain. However, section 1.3
emphasises the benefits of exercise programs and
psychological therapies for chronic primary pain. We
consistently hear that those with endometriosis are not
offered pain management, despite being recognised as a
chronic pain condition. In a recent survey undertaken this
year (results confidential until 20th October 2020) of
over 10,000 respondents with endometriosis, 0% said
they would have like to access psychological support but
were not offered this. The impact of the chronic pain of
endometriosis symptoms is demonstrated by the 95% of
respondents saying pelvic pain affected their ability to
lead their lives as they wanted to either negatively or
very negatively.

We are supportive of the recommendations for research.
There is the need for research on pain management
programmes and social interventions - robust evidence
relating to these can only be of benefit for those with any
kind of chronic pain.

advisory committees

Developer’s response
Please respond to each comment

are covered by each recommendation
topic. The title has also been amended
to reflect that chronic primary pain is
also a focus of this guideline. The NICE
pathway will also link to all the
relevant guidelines to enable more
easy navigation between the
recommendations for different topics.
We will pass your comment regarding
the inclusion of pain in the
Endometriosis guideline to the NICE
surveillance team which monitors
guidelines to ensure that they are up
to date.
Thank you for your comment. On
consideration of stakeholder
comments regarding the extensive
amount of research there has been to
date on pain management
programmes however, the committee
have decided not to recommend
further research. The research
recommendation for social
interventions remains.
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The Guideline highlights the variety of factors that can
contribute to chronic pain and its management, and the
importance of individualised care. This is all welcomed.
To enable this to happen there needs to be the time in
appointments to for the good communication and
personalised care planning. We request that the need to
schedule longer appointments is explicitly added to the
guidance.

It takes on average 7.5 years from onset of symptoms to
get a diagnosis of endometriosis. Whilst some may
achieve a quick diagnosis in a year less, for others
diagnosis may take 15+ years. During this time, many
suffer from chronic pain that is not attributed to a
specific condition, and may be considered by healthcare
practitioners as chronic primary pain. Whilst it may be

Developer’s response

Please respond to each comment
Thank you for your comment. The
guideline reflects the evidence for
best practice. The committee agree
that there is variation in the delivery
of some of the recommended services
across the NHS. There are areas that
may need support and investment,
such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.
Thank you for your comment. The
committee agree this is important to
state within the guideline and have
added recommendations for the
assessment to include investigating
underlying causes, and also to
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considered implicit, there is no explicit statement in the
guidance about healthcare professionals supporting the
individual to identify if there is an underlying cause for
their chronic pain. To support use of the guideline by
people with chronic pain, we request that at an
appropriate point In section 1.1 a statement is included
about supporting a diagnosis of a condition that cause
pain, if there are indications of symptoms of these.

Beyond simply delivering a symptom relieving acupoint
protocol, Traditional Chinese medicine treats deeper
causes of symptoms. For example, a classical diagnosis
might find organ chi/qi energy disturbances. Acupoint
selection may therefore tonify organs that had become
deficient. Acupuncture is not simply a symptom relieving
intervention, but may be used curatively, and therefore
patients may continue to improve for long periods after
the initial treatment course. Furthermore, many
traditional clinics would supplement the treatment with
Chinese herbal prescriptions. Even though acupuncture
alone could be curative, the history of Chinese medicine
typically incorporates herbal medicine for this purpose.
The research trials may not have included enough data
analysis as to whether patients were also on herbs.

This is not strictly a true statement, in that self-
acupressure can be taught to patients to continue
stimulating key trigger points between sessions, and for
ongoing future benefit after the course of acupuncture is

Developer’s response
Please respond to each comment
acknowledge that the initial diagnosis
may change with time.

Thank you for your comment and for
this information. This sentence has
been revised.

Thank you for your comment. This
sentence has been revised here and
elsewhere in the report where it
appears.
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completed. There are a few dozen acupoints that are
powerful means of symptom control when pressed for
even a few minutes. examples include Lung-1 Zhong-fu
for cough, asthmatic wheeze etc, Large Intestine-4 Hegu
for general pain relief, and Pericardium-6 (Neiguan) for
nausea (especially pregnancy nausea).

| would argue increased benefit to keeping follow-up
sessions to at least 30 minutes, as for initial consultations,
for at least two reasons. One is that adequate time is still
needed at the beginning of each appointment to review
any changes to symptomes, clarify any new symptoms, and
re-assess the Chinese medicine diagnosis. Classical or
Traditional Chinese medicine may seek to go further into
deeper causations, probing the patient’s chronology for
clues on the onset of the disease. Renewed pulse and
tongue diagnosis should take place to assess any changes,
these are vital examination findings for a classical
practitioner. Furthermore, more time is often needed to
provide further advice to patients, on how to prevent
relapse, on lifestyle issues, or explaining the causations to
their disease process. A follow-up appointment is not
simply a repetition of the acupoint needling protocol of
the first consultation.

Acupunctur
e cost-
effectivene
ss report

043

012

| recommend the NHS should have clearly defined
payment/fee levels for any subcontracted acupuncture
services where there is a group setting for multiple
patients receiving needling across cubicles etc. | have
seen situations where private acupuncture practitioners

Developer’s response
Please respond to each comment

Thank you for your comment. This
sensitivity analysis was intended to
explore uncertainty in the costing of
acupuncture based on the studies
given than some studies did not
specify how long sessions were. The
wording has been edited in this
section.

Thank you for your comment. The
committee agrees that it will be
important to ensure payment levels
are appropriate but this is beyond the
remit of a NICE guideline.
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have invoiced the contracting authority a full fee based
on an individualised consultation when treatment was
instead in synchrony. Really the payment should be set to
a lower threshold for such services. Also, typical working
arrangements in synchrony group clinics is for
acupuncture trainees/students or junior staff to take case
histories, follow-up reviews, and prepare the patients,
whilst the lead practitioner moves from cubicle to cubicle
in rapid succession. Although there is nothing inherently
wrong with this approach, there is little expert
involvement for each individual patient. | recommend
there should be enough of a range of acupuncture
services so that very complex patients, especially those
with long-term conditions that have been resistant to
response, should have at least some phase of
individualised appointments with competent acupuncture
practitioners.

Stakeholder Document

Faculty of Comment N/A | N/A Which areas will have the biggest impact on practice and be | Thank you for your comment. The
Homeopathy form challenging to implement? Please say for whom and why. guideline reflects the evidence for
question 1 One challenge in implementing acupuncture services is best practice. The committee agree
the ideological resistance and antagonism towards the that there is variation in the delivery

complementary-alternative medicine sector, from several | of some of the recommended services
directions - such as sceptical campaign groups, members | across the NHS. There are areas that
of funding bodies and within conventional medicine. may need support and investment,
There are entrenched ideas that acupuncture has no
physical basis, and/or that the concepts of Traditional
Chinese medicine have no place in a modern scientific
approach. This latter belief system has even stifled the

such as training costs, to implement
some recommendations in the
guideline. However, this will ensure
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proper use of classical acupoint protocols within western
medical acupuncture. Including acupuncture within this
guideline would go some way towards addressing the
disparity between public interest and lack of NHS
commissioning. Surveys consistently show significant
proportions of the population seek complementary-
alternative treatment and are mainly self-referred and
self-financed (Sharp et al 2018).

Hence the challenge is for the medical profession to
adopt an Integrative Medicine model of healthcare more
widely, or at least initially within chronic pain
management. There is already an infrastructure of
Integrated Medicine hospitals or clinics (such as the Royal
London Hospital for Integrated Medicine) as a platform
for implementation of increased acupuncture,
psychological and other complementary medicine
services.

Debbie Sharp et al. Complementary medicine use, views,
and experiences: a national survey in England. BJGP
Open 2018; 2(4). doi: 10.3399/bjgpopen18X101614
Would implementation of any of the draft recommendations
have significant cost implications?

Complementary approaches such as acupuncture have
the potential to significantly reduce further tertiary
referrals, conventional treatments, and even reduce
further diagnostic work-up and investigation where a
clear route to treatment using holistic principles is

Developer’s response

Please respond to each comment
that people with chronic primary pain
will receive the appropriate care. This
guideline highlights areas where
resources should be focussed and
those interventions that should not be
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.

Thank you for your comment. The
committee considered whether to
incorporate downstream effects on
resource use due to acupuncture in
the economic evaluation however as
suggested this was not done due to a
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apparent (after excluding red flag symptoms of deeper lack of evidence. This is discussed in
serious pathology that would require further section 2.2 of the model report.

management). The economic analysis has not included or
evaluated this as a cost saving for acupuncture, and this is
perhaps a calculation to be made after further research
upon implementation of the service. More research
would eventually be needed on this economic evaluation.
For example, Wye et al (2009) found only poor-quality
audit data to evaluate any favourable impact of NHS
based primary care complementary therapy on health
outcomes and NHS costs, but results suggested at least
moderate impacts. The impact of integrative medicine
(including acupuncture) on pain management significantly
found an average of 55% reduction in pain levels and
advocated further work to determine reduction in total
health costs and pain medication usage (Dusek et al
2010).

Jeffery Dusek et al. The Impact of Integrative Medicine
on Pain Management in a Tertiary Care Hospital. Journal
Patient Safety. Vol 6 (1), March 2010. doi:
10.1097/PTS.0b013e3181d10ad5

Lesley Wye et al. The Impact of NHS based primary care
complementary therapy services on health outcomes and
NHS costs: a review of service audits and evaluations.
BMC Complementary and Alternative Medicine. 2009,
9:5. doi: 10.1186/1472-6882-9-5
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What would help users overcome any challenges? (For
example, existing practical resources or national initiatives,
or examples of good practice.)

Another challenge is the risk of a disparate and
fragmented acupuncture service if this NICE guideline
advocates acupuncture but without further standards of
practice. | strongly urge an incentive to collaborate with
acupuncture partners (such as regulatory/registering
organisations and other acupuncture stakeholders) for
the purpose of writing a Code of Practice for
Acupuncture in Chronic Pain (e.g. a possible title ‘Into
Practice Guide: Acupuncture for Chronic Pain.’). This
document should include explanations of specific
acupuncture management for a wide variety of regional
and local pain syndromes, syndrome diagnoses, acupoint
protocols, Traditional Chinese medicine and western
acupuncture approaches. | would be interested in being
involved in such a project.

It is pertinent that the World Health Organisation has
now included a supplementary chapter 26 of Chinese
medicine diagnostic syndromes in the latest International
Coding of Disease ICD-11. This has the potential to boost
research, reporting and case management when using
acupuncture as part of an Integrative approach to chronic
pain and | recommend any future Acupuncture for
Chronic Pain industry specific guideline incorporates ICD-
11 chapter 26 coding.

Developer’s response

Please respond to each comment
Thank you for your comment. It is
beyond the remit of NICE guidelines to
develop standards of practice for
specific interventions. The review of
acupuncture for this guideline was for
chronic primary pain only. The
committee agreed that the review
included a variety of different types
and intensities of acupuncture, but it
was not possible to determine from
this review whether one was more
effective than another. The committee
agree that there is variation in the
delivery of some of the recommended
services across the NHS. There are
areas that may need support and
investment, such as training costs, to
implement some recommendations in
the guideline. However, this will
ensure that people with chronic
primary pain will receive the
appropriate care. This guideline
highlights areas where resources
should be focussed and those
interventions that should not be
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It stands to reason to utilise existing resources when
implementing acupuncture for chronic pain, such as
allocating funding and referral for acupuncture within
existing NHS Pain clinics, Integrative Medicine clinics and
relevant outpatient clinics. In order to encourage this, it is
necessary to unblock Clinical Care Commissioning (CCG)
funding that has been withheld from acupuncture
services over the past several years, sometimes for no
real economic reason other than bias and prejudice
towards anything to do with complementary medicine. |
would suggest a large enough budget is stipulated for
acupuncture services in order promote the service
equitably. This would certainly also require a change to
the PoLCE strategy within CCG groups. CCG funding
should also not be reliant on acupuncture clinics having
to make individual applications for patient funding but
should commission generically for chronic pain.

World Health Organization ICD-11 browser available at
www.who.int/classifications/icd/en/

The recommendations in this guideline were developed
before the coronavirus pandemic. Please tell us if there are
any particular issues relating to COVID-19 that we should
take into account when finalising the guideline for
publication.

There are clear policies (as well as Codes of Practice) in
place from acupuncture registering bodies, which inform
on how acupuncture practitioners may safely re-start

Developer’s response
Please respond to each comment
recommended, saving resource in
other areas. Your comments will also
be considered by NICE where relevant
support activity is being planned.

Thank you for your comment. This
guideline will note when published
that it was developed prior to the
COVID-19 pandemic. NHS services are
adapting to implement interventions
as appropriate following national
guidance and restrictions relating to
COVID-19, with social distancing
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their clinics and treat patients during the Covid-19
pandemic. This includes use of personal protective
equipment PPE, safe methods of pulse and tongue
examination, touch assessment of acupuncture meridians
and trigger points and safe needling techniques. Such
policies could be incorporated in the guideline, perhaps as
an addendum to the acupuncture section. A modified
policy could be created through partnership with existing
acupuncture stakeholders. For example, some change to
acupuncture clinics will likely be necessary, such as a
preference for individualised clinics rather than group
synchrony acupuncture of multiple patients in one
session (to facilitate social distancing).

Despite low quality of evidence, a tentative conclusion
seems to show that comorbid psychiatric disorders
(anxiety, depression, psychoneurosis, somatic and
psychosomatic complaints) predicted more intense pain
and poorer quality of life outcomes. From a
complementary medicine and holistic approach, this is not
a surprising finding. The Cartesian method based on Rene
Descartes argues there is a split between the human
mind and corporeal body, whereas in healing practice this
is far from the case. An excellent critique on how this has
affected medicine can be found in Mehta 2011. Inherent
in Traditional Chinese medicine underlying acupuncture
practice is a spiritual and psychological component of the
human being within the gi dynamic of the body organs.
The term psychosomatic would have a widely different

advisory committees

Developer’s response

Please respond to each comment
where appropriate. This is an evolving
situation and so the recommendations
remain based on where evidence
demonstrates interventions are
clinically and cost effective.
Implementation of these should take
the current context into account.

Thank you for your comment and for
this information.
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interpretation in Chinese medicine compared to western.
For example, spleen syndromes (e.g. spleen yang
deficiency) may be a causation for chronic worry,
ruminating or somatisation and hypochondriasis. Liver
and gallbladder syndromes (e.g. liver gi stagnation and
liver yang ascending) can cause anger, endogenous
depression, and low self-esteem). Lung syndromes (e.g.
lung qi deficiency) can cause despondency, chronic grief
and sadness. Kidney syndromes (e.g. kidney gi or yin
deficiency) can cause fear, chronic anxiety and panic
disorders. Some of these syndrome diagnoses are
particularly typical causes also of chronic pain, for
example spleen yang deficiency underlying a phlegm-
wind pattern of pain with deep dull aching muscle pain, or
liver gi stagnation underlying a chronic cramping/spastic
pain within viscera. Hence a competent acupuncture
assessment and course of treatment may deal with both
psychosocial comorbidity as well as the specific chronic
pain symptoms - furthering the benefits of including this
therapy into the guideline.

Stakeholder Document

Neeta Mehta. Mind-body Dualism: A critique from a
Health Perspective. MSM Mens Sana Monographs 2011
Jan-Dec; 9(1): 202-209. doi: 10.4103/0973-1229.77436

Faculty of Evidence 018 033 | have witnessed such patient responses, where Thank you for your comment. The
Homeopathy review B investigation test results have proved negative, and committee agree this is an important
patients feel this implies their pain is being dismissed as aspect to include in the

psychosomatic, un-real or not requiring further

. . . recommendations.
management. Some patients seek a diagnosis as a means
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of understanding the root causes of their pain. Without a
firm diagnosis, medical management is very difficult. But
this is also where acupuncture can be of great benefit on
two fronts. One is that functional and holistic models of
diagnosis and pathogenesis of pain are part and parcel of
Traditional Chinese medicine and can help a patient
understand the causes and risk factors of their pain.
Secondly, acupuncture does not need or require an
organic physical pathology in order formulate clear
treatment strategies for the underlying qi disturbances.
Faculty of Evidence 021 | 023 | advocate longer rather than shorter consultation times, | Thank you for your comment. The
Homeopathy review B including for follow-up appointments. A 30-minute committee agree that longer
duration is the minimum of time required, and even that appointments may be required to fully
is constrained. An effective service would include a re-
appraisal of the patient’s history to elicit any changes,
identify new symptoms, probe deeper psychosocial
factors and reveal further historical layers in their _
biography. Including an acupuncture treatment session evidence.
requires a minimum of 20 minutes for patient
preparation, acupoint localisation, needling and needle
manipulation. And further time is usefully spent with
explaining the diagnosis and investigation results,
discussion of lifestyle changes, advising self-help
methods and review of prescriptions or medication.

Stakeholder Document

implement the recommendations for
the assessment of chronic pain and
note this in their discussion of the

Faculty of Evidence 021 | 052 The problem of patients being seen by multiple service Thank you for your comment. The
Homeopathy review B providers reinforces the argument for continuity of care committee agree that continuity of
through a gateway type medical doctor working in a care is important.

chronic pain or Integrative medicine setting. This single
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