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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

THE NICE GUIDELINE ON THE TREATMENT AND MANAGEMENT OF
DEPRESSION IN ADULTS (NICE CG 90)
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

developed by National Collaborating Centre for Mental Health.
The Royal College of Psychiatrists 4th Floor, Standon House 21 Mansell Street
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

The GDG was convened by the NCCMH and supported by funding from NICE.
The GDG included two people with depression and a carer, and professionals
from psychiatry, clinical psychology, general practice, nursing and psychiatric
pharmacy. Staff from the NCCMH provided leadership and support throughout
the process of guideline development, undertaking systematic searches,
information retrieval, appraisal and systematic review of the evidence.

Members of the GDG received training in the process of guideline development
from NCCMH staff, and the people with depression and the carer received
training and support from the NICE Patient and Public Involvement Programme.
The NICE Guidelines Technical Adviser provided advice and assistance regarding
aspects of the guideline development process.

Il GDG members made formal declarations of interest at the outset, which
were updated at every GDG meeting. The GDG met a total of 14 times throughout
the process of guideline development. It met as a whole, but key topics were led
by a national expert in the relevant topic. The GDG was supported by the NCCMH
technical team, with additional expert advice from special advisers where
needed. The group oversaw the production and synthesis of research evidence
before presentation. All statements and recommendations in this guideline have
been generated and agreed by the whole GDG.

Professor o0 o Anderson (Chair, Guideline Development Group), Professor of
Psychiatry, University of Manchester
Professor o o Pilling, Director, National Collaborating Centre for Mental Health
Director, Centre for Outcomes Research and Effectiveness,
University College, London
Ms o 0 Barnes, Service User Member
Ms o0 o Bayliss, Research Assistant (May 2008 to August 2008), National
Collaborating Centre for Mental Health
Ms o o Bird, Research Assistant, National Collaborating Centre for Mental
Health
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Ms o ol Burbeck, Lead Systematic Reviewer, National Collaborating Centre
for Mental Health

Dr o o Chew-Graham, General Practitioner and Senior Lecturer in Primary
Care, University of Manchester

Mr o o Clarke, Psychological Therapist, Lambeth Primary Care Trust

Mr o o Dyer, Health Economist, National Collaborating Centre for Mental Health

Ms o o Flanagan, Project Manager (2009), National Collaborating Centre for
Mental Health

Ms o o Harris, Carer member and Local Councillor
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

Special advisers

Special advisers, who had specific expertise in one or more aspects of treatment
and management relevant to the guideline, or provided expertise in
methodological aspects of evidence synthesis, assisted the GDG, commenting
on specific aspects of the developing guideline and, where necessary, making
presentations to the GDG.

Appendix 3 lists those who agreed to act as special advisers.
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Estrogen and progestogen use in postmenopausal women: 2010
position statement of The North American Menopause Society
(North American Menopause Society, 2010)

American Medical Women's Association - Professional Association
National Association of Nurse Practitioners in Women's Health

- Professional Association

National Women's Health Resource Center

- Private Nonprofit Organization

Society of Obstetricians and Gynaecologists of Canada

- Medical Specialty Society

The Endocrine Society - Disease Specific Society

Cost—benefit analysis of HPV vaccination, In: Canadian consensus
guidelines on human papillomavirus (Society of Obstetricians and
Gynaecologists of Canada, 2007)

Canadian Association for Adolescent Health - Medical Specialty Society
Canadian Pediatric and Adolescent Gynaecology and Obstetrics Committee
- Medical Specialty Society

Federation of Medical Women of Canada - Professional Association
Quebec Association of Pediatricians

- State/Local Government Agency [Non-U.S.]

Society of Canadian Colposcopists - Professional Association

Society of Gynaecologic Oncologists of Canada - Disease Specific Society
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

BACKGROUND

The National Institute for Health and Clinical Excellence [NICE or ‘the Institute’)
has commissioned the National Collaborating Centre for Mental Health to review
recent evidence on the treatment and management of depression and to update
the existing guideline ‘Depression: management of depression in primary and
secondary care’ (amended) [NICE clinical guideline 23, 2007a). The guideline
update will provide recommendations for good practice that are based on the
best available evidence of clinical and cost effectiveness.

The Institute’s clinical guidelines support the implementation of National
Service Frameworks (NSFs) in those aspects of care for which a Framework has
been published. The statements in each NSF reflect the evidence that was used
at the time the Framework was prepared. The clinical guidelines and technology
appraisals published by NICE after an NSF has been issued have the effect of
updating the Framework.

NICE clinical guidelines support the role of healthcare professionals in
providing care in partnership with service users, taking account of their individual
needs and preferences, and ensuring that service users (and their carers and
families, if appropriate) can make informed decisions about their care and
treatment.

CLINICAL NEED FOR THE GUIDELINE

Depression refers to a range of mental health disorders characterised by the
absence of a positive affect (a loss of interest and enjoyment in ordinary things
and experiences), low mood and a range of associated emotional, cognitive,
physical and behavioural symptoms. It is often accompanied by anxiety, and can
be chronic even in milder presentations. People with more severe depression
may also develop psychotic symptoms (hallucinations and/or delusions).

STAndard Reporting Items for clinical practice Guidelines 28 | 29



TAN

The symptoms of depression can be disabling and the effects of the illness
pervasive. Depression can have a major detrimental effect on people’s personal,
social and occupational functioning, placing a heavy burden on individuals and
their carers and dependents, as well as placing considerable demands on the
healthcare system. Among all diseases, depression is currently the fourth
leading cause of burden to society. World Health Organisation projections
indicate that it will be the highest ranking cause of disease burden in developed
countries by the year 2020.

Each year 6% of adults will experience an episode of depression and over the
course of their lifetime more than 15% of the population will experience an
episode. The average length of an episode of depression is between 6 and 8
months. For many people the episode will be mild but for more than 30%,
the depression with be moderate or severe and have a significant impact on
their daily lives. Recurrence rates are high; there is a 50% chance of recurrence
after a first episode, rising to 70% and 90% after a second or third episode
respectively.

Estimated prevalence rates for men do not vary greatly among ethnic groups
but those for women differ remarkably. In the UK significantly higher rates
of depression are reported in women of Asian and Oriental family origin or
background compared with other groups, with the next highest rates being in
white women and the lowest rates in women of West Indian or African family
origin or background. However, these estimates are based on relatively small
samples.

Depression is the leading cause of suicide, which accounts for less than 1% of
all deaths. Nearly two-thirds of deaths by suicide occur in people with depression
(that is, about 2,600 suicides per year in England alone).

Data from the Prescription Cost Analysis (PCA; Department of Health, 2008a)
system show that in the 12 months to March 2006, antidepressant drugs
accounted for 4.1% of all items dispensed in the community in England, at a net
ingredient cost of £31 million.

The NICE clinical guideline ‘Depression: management of depression in primary
and secondary care’ (clinical guideline 23) was published in December 2004,
and was amended in 2007 to take into account new prescribing advice for
venlafaxine. New evidence regarding the care of people with depression involving
psychosocial, pharmacological and other physical interventions means that
NICE’s original guideline on depression needs to be updated.”
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Management of diabetes (SIGN, 2010)

1.1 the need for a quideline

Diabetes mellitus is a major cause of morbidity and mortality in Scotland and
worldwide, with an increasing prevalence. In 2009 there were around 228,000
people registered as having diabetes in Scotland, an increase of 3.6% from
the preceding year. This increase relates, in part, to the increasing age of the
population, an increase in obesity and also perhaps to increasing survival of
those with diabetes.

Twenty years ago the St Vincent declaration aimed to decrease blindness,
end-stage renal failure, amputation and cardiovascular disease in those with
diabetes and to improve the outcome of pregnant mothers who have diabetes.
Since that time there has been a great increase in evidence showing that many
diabetic outcomes can be influenced by appropriate therapies.

Part of this evidence base was reviewed in the previous SIGN guideline on
management of diabetes (SIGN 55) published in 2001. New clinical evidence has
been published since then and has resulted in the need for this selective update.
Implementing the evidence described in this guideline will have a positive effect
on the health of people with diabetes.

1.1.1 updating the evidence

Since the publication of SIGN 55, new evidence has been published in many
areas covered by the recommendations in that guideline. Where this evidence
was thought likely to significantly change either the content or grading of these
recommmendations, it has been identified and reviewed. Where new evidence does
not update existing recommendations and where no new evidence was identified
to support an update, the guideline text and recommendations are reproduced
verbatim from SIGN 55. The original supporting evidence was not re-appraised
by the current guideline development group. A number of new areas that were
not considered in SIGN 55 have also been incorporated into this selective update,
including entirely new sections on glucose-lowering agents for people with type
2 diabetes and psychosocial factors(see section 1.2.3).

A Cost and Resource Impact Assesment report developed by NHS QIS is
available as a companion document to this guideline. This document reports

the national costs to NHSScotland of implementing recommendations that are
estimated to have a net additional cost of £5 million or more to introduce.



At

1.2.3 Summary of updates to the guideline, by section

2 | Key recommendations

3 | Lifestyle management

4 | Psychosocial factors

5 | Management of type 1 diabetes

with type 2 diabetes

Management of diabetes in pregnancy
Management of diabetic cardiovascular disease
Management of kidney disease in diabetes

10 | Prevention of visual impairment

11 | Management of diabetic foot disease

12 | Provision of information

Pharmacological management of glycaemic control in people

New

Updated
Updated
Updated

New

Updated
Updated
Updated
Updated

Minor
updated

New
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

The guideline makes recommendations for the treatment and management of
depression. It aims to:

® improve access and engagement with treatment and services for people with
depression

® cvaluate the role of specific psychological and psychosocial interventions in
the treatment of depression

® cvaluate the role of specific pharmacological interventions in the treatment of
depression

® cvaluate the role of specific service-level interventions for people with
depression

® integrate the above to provide best-practice advice on the care of people with
depression and their family and carers

® promote the implementation of best clinical practice through the development

of recommendations tailored to the requirements of the NHS in England and
Wales.



Management of diabetes (SIGN, 2010)

1.2.1 overall objectives

This guideline provides recommendations based on current evidence for

best practice in the management of diabetes. For people with type 1 and type

2 diabetes recommendations for lifestyle interventions are included, as are
recommendations for the management of cardiovascular, kidney and foot
diseases. Guidance for all people with diabetes to prevent visual impairment,
and specific advice for pregnant women with diabetes is provided.

A new section on the management of psychosocial issues, drawn partially from
evidence originally contained in other sections, is now included.

Finally, a section on the management of type 1 diabetes and a new section on
glucose-lowering therapies in people with type 2 diabetes have been added.
Implementation of these recommendations will encourage the provision and
development of high quality care for people with diabetes. It should also inform
the development of measureable standards of diabetes care. Prevention of
diabetes and pre-diabetes are not covered.
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

POPULATION

Groups that will be covered
® Adults (aged 18 years and older] who have a clinical diagnosis of depression

established by a recognised diagnostic system such as DSM-V or ICD-0.
The guideline will be relevant to people with mild, moderate and severe major
depressive disorders.

® People in the above group who also have learning difficulties, acquired
cognitive impairments, or language difficulties.

Groups that will not be covered
® People with chronic physical disorders. A separate guideline on the treatment

of depression in people with chronic physical health problems has been
commissioned and will be developed in conjunction with this guideline.
® People with other primary psychiatric disorders, such as schizophrenia or

substance misuse.
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

For whom is this quideline intended?

This guideline is relevant for adults with depression as the primary
diagnosis and covers the care provided by primary, community, secondary,
tertiary and other health-care professionals who have direct contact with, and
make decisions concerning the care of, adults with depression.

The guideline will also be relevant to the work, but will not cover the practice, of
those in:

® occupational health services

® social services

® forensic services

® the independent sector.

The experience of depression can affect the whole family and often the
community. The guideline recognises the role of both in the treatment and
support of people with depression.”
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

HEALTHCARE SETTING

Primary, secondary and tertiary care. The guidance will be relevant to all
healthcare professionals who provide care for people with depression,
irrespective of setting.
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

Clinical questions for Depression Update Guideline

A Service configuration for people with depression

What methods are effective in identifying people with depression in
primary care and community settings, including sexual health clinics,
Al | emergency departments, and drug and alcohol services?

In which populations (excluding those with chronic physical health
problems] should identification methods be used?

In the treatment of depression (major depressive disorder, dysthymia,
subthreshold depression and subthreshold depressive symptoms),
which models of care produce the best outcomes?

- collaborative care

- stepped care

A2 | - case management

- stratified (matched) care

- attached professional model

Are different models appropriate to the care of people indifferent
phases of the illness, such as treatment resistant depression and
relapse prevention?

NEC/A



B  Psychology/psychosocial interventions for people with depression

B1

In depression, does guided self-help improve outcomes compared with
other interventions?

B2

Does computerised CBT (CCBT) improve patient outcomes compared
with other treatments?

B3

In the treatment of depression (major depressive disorder, dysthymia,
subthreshold depression and subthreshold depressive symptoms),
do any of the following improve outcomes compared with other
interventions?

- exercise

- support including groups, befriending, and non-statutory provision
- programmes to facilitate employment

B4

Do non-statutory support groups improve outcomes?

B5

In the treatment of depression (major depressive disorder,
dysthymia, subthreshold depression and subthreshold depressive
symptoms), do any of the following (either alone or in combination
with pharmacotherapylimprove outcomes compared with other
interventions (including treatment as usuall:

—CBI

- BT/behavioural activation

- counselling/person-centred therapy

— problem solving

- psychodynamic psychotherapy

- family interventions/couples therapy

- ACT (acceptance and commitment therapy)

- systemic interventions

- psychoeducation

- cognitive analytic therapy (CAT)

- solution-focused therapy

- self-help, including guided self-help

—CCBIl

Does mode of delivery (group-based or individual] impact on outcomes?
Are there specific therapist characteristics that improve outcomes?
Are there specific patient characteristics (for example, anxiety, previous
episodes] that predict outcomes?

Are brief interventions (for example, 6 to 8 weeks] effective?

Are psychological interventions harmful?
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Following poor response to treatment of depression (major depressive
disorder, dysthymia, subthreshold depression and subthreshold
depressive symptoms), which psychological or psychosocial
interventions are appropriate?

B7

In people whose depression has responded to treatment, what
psychological and psychosocial strategies are effective in preventing
relapse (including maintenance treatment)?

C1

Pharmacological/physical interventions

In the treatment of depression (major depressive disorder, dysthymia,
subthreshold depression and subthreshold depressive symptoms),
which drugs (either not covered by the previous guideline or where
significant new evidence exists) improve outcomes compared with
other drugs and with placebo?

- TCAs

- duloxetine

- desvenlafaxine

- escitalopram

- agomelatine

- St John's wort

- antipsychotics (for example, quetiapine)

C2

In the treatment of depression (major depressive disorder, dysthymia,

subthreshold depression and subthreshold depressive symptoms),

to what extent do the following factors affect the choice of drug?

- adverse events (in particular, cardiotoxicity), including long-term
adverse events

- discontinuation problems

C3

In the pharmacological treatment of depression, what are
the most effective strategies for treating patients experiencing
treatment side effects, including sexual dysfunction and weight gain?

Ca

In people whose depression has responded to treatment,
what strategies are effective in preventing relapse (including
maintenance treatment)?

C5

In people whose depression has atypical features, what are the most
effective treatment strategies?




Cé

In the treatment of depression (major depressive disorder, dysthymia,
subthreshold depression and subthreshold depressive symptoms),
do any of the following improve outcomes compared with other
interventions?

- ECT

- TMS [integrate NICE Interventional Procedure Guidance)

- light therapy

- VNS

- neurosurgery

- deep brain stimulation

C7

For people with depression (major depressive disorder, dysthymia, and
so on), who are receiving pharmacological treatment, does therapeutic
drug monitoring improve outcomes?

C8

What are appropriate ways to promote adherence?
(Link to NICE guideline on medicines adherence, CG76)

c9

In the treatment of depression (major depressive disorder, dysthymia,
subthreshold depression and subthreshold depressive symptoms),
how can equal access to services for all be ensured? [What promotes
access to effective care particularly for people with learning difficulties,
acquired cognitive impairment and language difficulties?]

In the treatment of depression, which patient characteristics predict

D1 | response and relapse? For example, childhood trauma, age of onset,
number of previous episodes, gender, and so on.
D2 In the treatment of depression, are there specific clinician approaches

that improve outcomes?
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

SEARCH STRATEGIES FOR THE IDENTIFICATION OF
CLINICAL STUDIES

1. General search strategies

a. MEDLINE, EMBASE, PsycINFO, CINAHL -Ovid SP interface

1 (depression or depressive disorder or depression, postpartum or depressive
disorder, major or dysthymic disorder or mood disorders or seasonal affective
disorder).sh,id.

2 (affective disorders or depression or depression, postpartum or depression,
reactive or dysthymic disorder or seasonal affective -disorder).sh,id.

3 [depression or agitated depression or atypical depression or depressive
psychosis or dysphoria or dysthymia or endogenous depression or involutional
depression or major depression or masked depression or melancholia or
mood disorder or mourning syndrome or organic depression or postoperative
depression or premenstrual dysphoric disorder or pseudodementia or
puerperal depression or reactive depression or recurrent brief depression or
seasonal affective disorder).sh,id. or “mixed anxiety and depression”/ or “mixed
depression and dementia”/

4 (affective disorders or anaclitic depression or dysthymic disorder or
endogenous depression or major depression or postpartum depression or
reactive depression or recurrent depression or treatment resistant depression
or atypical depression or pseudodementia or sadness or seasonal affective
disorder).sh,id. or “depression ([emotion)”/

5 (depress$ or dysphori$ or dysthym$ or melanchol$ or seasonal affective
disorder$).tw.

60r/1-5
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b. Cochrane Database of Systematic Reviews, Database of Abstracts of Reviews
of Effects, Cochrane Central Register of Controlled Trials -Wiley Interscience
interface

#1 MeSH descriptor Depression, this term only

#2 MeSH descriptor Depressive Disorder explode all trees

#3 MeSH descriptor Mood Disorders, this term only

#4 (depress* or dysphori* or dysthym* or seasonal affective disorder* or

melanchol*):ti or (depress* or dysphori* or dysthym* or seasonal affective
disorder* or melanchol*}:ab

#5 (#1 OR #2 OR #3 OR #4)

2. Systematic review search filters

a. MEDLINE, EMBASE, PsycINFO, CINAHL -Ovid interface

1 (literature searching or (systematic review$ or metaanal$ or metaanal$)).sh,id.

2 ((analy$ or assessment$ or evidence$ or methodol$ or qualitativ$ or

quantativ$ or systematic$) adj5 (overview$ or review$)).tw. or ((analy$
or assessment$ or evidence$ or methodol$ or quantativ$ or qualitativd
or systematic$).ti. and review$.ti,pt.) or [systematic$ adjb search$).ti,ab.

3 ((electronic database$ or bibliographic database$ or computeri?ed database$
or online database$).tw,sh. or (bids or cochrane or index medicus or isi
citation or psyclit or psychlit or scisearch or science citation or (web adj2
sciencel).tw. or cochrane$.sh.) and (review$.ti,ab,sh,pt. or systematic$.ti,ab.)

4 [metaanal$ or meta anal$ or metasynthes$ or meta synethes$).ti,ab.

5 (research adj (review$ or integration)).ti,ab.

6 reference list$.ab.

7 bibliograph$.ab.

8 published studies.ab.

9 relevant journals.ab.

10 selection criteria.ab.

11 (data adj (extraction or synthesis)).ab.

STAndard Reporting Items for clinical practice Guidelines 44 | 45



0

T

TAN

12 (handsearch$ or ((hand or manual] adj search$)).ti,ab.

13 [mantel haenszel or peto or dersimonian or der simonian).ti,ab.

14 (fixed effect$ or random effect$).ti,ab.

15 (systematic$ or meta$).pt. or (literature review or meta analysis or systematic
review).md.

16 ((pool$ or combined or combining) adj2 (data or trials or studies or
results)).ti,ab.

17 or/1-16

3. Randomised controlled trial search filters

a. MEDLINE, EMBASE, PsycINFO, CINAHL -Ovid interface

1 exp clinical trial/ or exp clinical trials/ or exp clinical trials as topic/or exp
controlled clinical trials/

2 [placebo$1 or random allocation or random assignment or random sample or
random sampling or randomization).sh,id.

3 [double blind$ or single blind$ or triple blind$).sh,id.

4 [crossover procedure or crossover design or cross over studies).sh,id.

5 (clinical adj2 trial$).tw.

6 [crossover or cross over).tw.

7 (([single$ or doubl$ or trebl$ or tripl$) adj5 (blind$ or mask$ or dummy)) or
(singleblind$ or doubleblind$ or trebleblind$)).tw.

8 [placebo$ or random$).mp.

9 [clinical trial$ or controlled clinical trial$ or random$).pt. or treatment
outcome$.md.

10 animals/ not (animals/ and human$.mp.)

11 animal$/ not ([animal$/ and human$/)

12 (animal not (animal and human)).po.

13 (0r/1-9) not (or/10-12)

Details of additional searches undertaken to support the development
of this guideline are available on request.

SEARCH STRATEGIES FOR THE IDENTIFICATION OF HEALTH

ECONOMIC EVIDENCE

1. General search strategies

a. MEDLINE, EMBASE, PsycINFO, CINAHL -Ovid interface

1 (depression or depressive disorder or depression, postpartum or depressive
disorder, major or dysthymic disorder or mood disorders or seasonal affective
disorder).sh,id.

2 (affective disorders or depression or depression, postpartum or depression,
reactive or dysthymic disorder or seasonal affective disorder].sh,id.
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3 [depression or agitated depression or atypical depression or depressive
psychosis or dysphoria or dysthymia or endogenous depression or involutional
depression or major depression or asked depression or melancholia or mood
disorder or mourning syndrome or organic depression or postoperative
depression or premenstrual dysphoric disorder or pseudodementia or
puerperal depression or reactive depression or recurrent brief depression or
seasonal affective disorder].sh,id. or “mixed anxiety and depression”/ or “mixed
depression and dementia”/

4 (affective disorders or anaclitic depression or dysthymic disorder or
endogenous depression or major depression or postpartum depression or
reactive depression or recurrent depression or treatment resistant depression
or atypical depression or pseudodementia or sadness or seasonal affective
disorder).sh,id. or “depression [emotion)”/

5 (depress$ or dysphori$ or dysthym$ or melanchol$ or seasonal affective
disorder$). tw.

6 or/1-

b. NHS Economic Evaluation Database, Health Technology Assessment
Database -Wiley interface

#1 MeSH descriptor Depression, this term only

#2 MeSH descriptor Depressive Disorder explode all trees

#3 MeSH descriptor Mood Disorders, this term only

#4 (depress* or dysphori* or dysthym* or seasonal affective disorder* or
melanchol*): ti or [depress* or dysphori* or dysthym* or seasonal affective
disorder* or melanchol*}:ab

#5 (#1 OR #2 OR #3 OR #4)

c. OHE HEED -Wiley interface

1 AXdepress*

2 AXdysthym*

3 AXdysphori*

4 AXseasonal AND affective AND disorder*
5CSTOR20R30R4
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2. Health economics and quality-of-life search filters

a. MEDLINE, EMBASE, PsycINFO, CINAHL -Ovid interface?31

1 (budget$ or cost$ or economic$ or expenditure$ or fee$1 or fees$ or financ$
or health resource$ or money or pharmacoeconomic$ or
socioeconomic$).hw,id.

2 (health care rationing or health priorities or medical savings accounts or
quality adjusted life years or quality of life or resource allocation or value of
life).sh,id. or "deductibles and coinsurance’/ or “health services needs and
demand’/

3 [budget$ or cost$ or econom$ or expenditure$ or financ$ or fiscal$ or funding
or pharmacoeconomic$ or price or prices or pricing).tw.

4 [QALY$ or lifeyear$ or life year$ or ((qualit$3 or value) ad;3 (Life or survival))).tw.

5 ((burden adj3 (disease or illness)) or (resource adj3 (allocation$ or utilit$)) or
(value adj5 money)).tw.

6 ec.fs.

7 (or/1-6)
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

The following inclusion criteria were applied to select studies identified by the

economic searches for further analysis:

® Only papers published in English language were considered.

® Studies published from 1998 onwards were included. This date restriction
was imposed in order to obtain data relevant to current healthcare
settings and costs.

® Only economic evaluations conducted in the UK were selected so as to
reflect healthcare resource use and unit costs directly relevant to the UK
context. This criterion was in line with selection criteria from the previous
guideline. However, this criterion was not applied to studies reporting
utility weights that could be potentially used in cost-utility analysis.

® Selection criteria based on types of clinical conditions and patients were
identical to the clinical literature review.

® Studies were included provided that sufficient details regarding methods
and results were available to enable the methodological quality of the
study to be assessed, and provided that the study’s data and results were
extractable. Poster presentations and abstracts were excluded from the
review.

® Full economic evaluations that compared two or more relevant options
and considered both costs and consequences [that is, cost-consequence
analysis, cost-effectiveness analysis, cost-utility analysis or cost-benefit
analysis) were included in the review.

® Studies were included if they used clinical effectiveness data from an
RCT, a prospective cohort study, or a systematic review and meta-analysis
of clinical studies. Studies were excluded if they had a mirror-image or
other retrospective design, or if they utilised efficacy data that were based
mainly on assumptions.



i S T AR 1 6 8

ltem 16 HISE (& 71 Y

HIZEZ! 23 7ol AFRSH =72H (0f]: Cochrane ROB =7, AMSTAR) It SWA| T fot e
(oll: E2ixoz 2010| 7= 7 l=StCt,

HIEY 91Fola AW Aol A FAANN e WHedES guisict vEY 91FS
7t olfis BB 917 el ke Aol 2717} weba 4 o] Wl BHe B7h
3 % gl B $RVH AL, Fae] Sl ute) ol guli mE dheiich AMge wa)
H7h e P el 2210] SYHoR BAhS vl vy S1d Wb e A
Ser e o] #aof 7]t

Management of squamous cell cancer of the anal canal: guideline
recommendations (Program in Evidence—based Care, 2009)

Quality Appraisal of the Evidence

Methodological quality of included trials was independently assessed by two
reviewers using the tool described in the Cochrane Handbook for Systematic
Reviews of Interventions Version 5.0.0. Assessment of guality items was based on
reporting in the trial reports. The method of quality assessment recommended
by the Cochrane Collaboration is a domain-based evaluation of sequence
generation, allocation concealment, blinding, incomplete outcome data, selective
outcome reporting, and other sources of bias. Assessment of each domain was
comprised of a descriptive summary of how each domain was addressed in the
study and the reviewer’s judgment as to whether each quality criteria was met.
Reviewers rated each study as “Yes” indicating low risk of bias, “No” indicating

a high risk of bias, or “Unclear” risk of bias, for each quality domain. Criteria

for making judgments about risk of bias were adopted from the Cochrane
Collaboration Handbook Version 5.0.0. Disagreements between reviewers were
resolved by consensus.
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

The quality of the evidence was based on the quality assessment components

considerations] and graded using the following definitions:

® High further research is very unlikely to change our confidence in the
estimate of the effect

® Moderate further research is likely to have an important impact on our
confidence in the estimate of the effect and may change the estimate

® | ow further research is very likely to have an important impact on our
confidence in the estimate of the effect and is likely to change the estimate

® \/ery low any estimate of effect is very uncertain.
For further information about the process and the rationale of producing
an evidence profile table, see GRADE (2004).

NEC/A
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

Synthesising the evidence

Where possible, meta-analysis was used to synthesise the evidence using
Review Manager. If necessary, re-analyses of the data or sub-analyses were
used to answer clinical questions not addressed in the original studies or
reviews. Studies have been given a ‘study ID” to make them easier to identify in
the text, tables and appendices of this guideline. Study IDs are composed of the
first author’s surname followed by the year of publication. Studies that were
included in the previous guideline (NCCMH, 2004) have a study ID in title case
(for example, Smith1999); studies that were found and included in this guideline
update only are labelled in capital letters Dichotomous outcomes were analysed
as relative risks (RR) with the associated 95% Cl (for an example, see Figure 2J.
A ‘relative risk’ (also called a ‘risk ratio’) is the ratio of the treatment event rate
to the control event rate. An RR of 1 indicates no difference between treatment
and control. In Figure 2, the overall RR of 0.73 indicates that the event rate (that
is, non-remission rate) associated with intervention A is about three quarters of
that with the control intervention or, in other words, the RR reduction is 27%.
The CI shows with 95% certainty the range within which the true treatment effect
should lie and can be used to determine statistical significance. If the Cl does not
cross the ‘line of no effect’, the effect is statistically significant.

Continuous outcomes were analysed as weighted mean differences (WMD), or
as a standardised mean difference (SMD) when different measures were used
in different studies to estimate the same underlying effect (for an example,

see Figure 3). If provided, intention-to-treat data, using a method such as ‘last
observation carried forward’, were preferred over data from completers.
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To check for consistency between studies, both the /2 test of heterogeneity

and a visual inspection of the forest plots were used. The /2 statistic describes

the proportion of total variation in study estimates that is due to heterogeneity

(Higgins & Thompson, 2002). The /2 statistic was interpreted in the following

way:

® 50%: notable heterogeneity (an attempt was made to explain the variation
by conducting sub-analyses to examine potential moderators.
In addition, studies with effect sizes greater than two standard
deviations from the mean of the remaining studies were excluded
using sensitivity analyses. If studies with heterogeneous results were
found to be comparable with regard to study and participant
characteristics, a random-effects model was used to summarise
the results [DerSimonian & Laird, 1986]. In the random-effects analysis,
heterogeneity is accounted for both in the width of Cls and in the
estimate of the treatment effect. With decreasing heterogeneity the
random-effects approach moves asymptotically towards a fixed-effects
model).

® 30 to 50%: moderate heterogeneity (both the chi-squared test of heterogeneity

and a visual inspection of the forest plot were used to decide
between a fixed and random-effects model).

® 30%: mild heterogeneity (a fixed-effects model was used to synthesise the

results).

Evidence profile tables

A GRADE evidence profile was used to summarise, with the exception of

diagnostic studies (methods for these studies are at present not sufficiently

developed), both the quality of the evidence and the results of the evidence

synthesis (see Table 4 for an example of an evidence profile). For each outcome,

quality may be reduced depending on the following factors:

® study design (randomised trial, observational study, or any other evidence)

® |imitations (based on the quality of individual studies; see Appendix 10 for
the quality checklists)

® inconsistency (see Section 3.5.8 for how consistency was measured)

® indirectness [that is, how closely the outcome measures, interventions and
participants match those of interest]

® imprecision (based on the Cl around the effect size).
For observational studies, the quality may be increased if there is a large
effect, if plausible confounding would have changed the effect, or if there
is evidence of a dose-response gradient (details would be provided under
the other considerations column). Each evidence profile also included a
summary of the findings: the number of patients included in each group,
an estimate of the magnitude of the effect and the overall quality of the
evidence for each outcome.
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Table 4 : Example of GRADE evidence profile

Randomised | No serious

No serious

No serious

Randomised | No serious
trial R

No serious

No serious

P

Randomised | No serious

No serious

No serious
i

Randomised | No serious
wial PO

Y

No serious

No serious

Randomised | No serious
trial R

No serious

No serious
P

Serious' None 8/191

Serious® None 55/236

Serious® None 83

Serious* None 88

Serious* None 109

7/150

63/196

81

93

114

RR 0.94
(0.39 to
223)

RR 0.44
(021
10 0.94)°

0 fewer per
00

(from 3 fewer
t0 6 more)

18 fewer per
100

(from 2 fewer
to 25 fewer)

MD-1.51
(381 10 0.8)

SMD-0.26
(056 o
0.03)

SMD-0.13
(-0.6 t0 0.34)

o)
MORERATE

Ellelele)
MORERATE

OSSO0
MORERATE

EElelle]
MORERATE

Ellelele]
MORERATE

The upper confidence limit includes an effect that, if it were real, would represent a benefit that, given the downsides, would still be worth it.

The lower ds limit crosses a th

*Random-effect model.

495% CI crosses the minimal importance difference threshold.

STAndard Reporting Items for clinical practice Guidelines
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Management of diabetes (SIGN, 2010)

KEY TO EVIDENCE STATEMENTS AND GRADES OF RECOMMENDATIONS

High quality meta-analyses, systematic reviews of RCTs, or RCTs with a

e very low risk of bias
1+ Well coqducted meta-analyses, systematic reviews, or RCTs with a low
risk of bias
1- Meta-analyses, systematic reviews, or RCTs with a high risk of bias
High quality systematic reviews of case control or cohort studies
24+ High quality case control or cohort studies with a very low risk of

confounding or bias and a high probability that the relationship is causal
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24 Well conducted case control or cohort studies with a low risk of confounding
or bias and a moderate probability that the relationship is causal

2- Case control or cohort studies with a high risk of confounding or bias and a
significant risk that the relationship is not causal

3 Non-analytic studies, eg case reports, case series

4 Expert opinion

Grades of recommendation

Note: The grade of recommendation relates to the strength of the evidence on which
the recommendation is based. It does not reflect the clinical importance of the
recommendation.

At least one meta-analysis, systematic review, or RCT rated as 1++, and

A directly applicable to the target population; orA body of evidence consisting
principally of studies rated as 1+, directly applicable to the target population,
and demonstrating overall consistency of results

A body of evidence including studies rated as 2++, directly applicable to
B the target population, and demonstrating overall consistency of results; or
Extrapolated evidence from studies rated as 1++ or 1+

A body of evidence including studies rated as 2+, directly applicable to the
© target population and demonstrating overall consistency of results; or
Extrapolated evidence from studies rated as 2++

D Evidence level 3 or 4; or Extrapolated evidence from studies rated as 2+
GOOD PRACTICE POINTS

Recommended best practice based on the clinical experience of the
guideline development group
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Management of Score Throat and Indications for Tonsillectomy
(SIGN, 1999)

5.1 Antibiotics in acute sore throat

In the UK, the significance of the presence of bacterial pathogens in cases of
sore throat remains in doubt37 (see section 3). It is therefore illogical to treat all
sore throats with antibiotics and there is a favourable outcome in the majority of
cases even when antibiotics are withheld. An open study of prescribing strategy
in over 700 patients randomised to antibiotic vs. no prescription vs. delayed
prescription for three days showed no difference in the main outcomes.38 It is
important to note that the following exclusion criteria were applied to entry to the
trial: other explanations of sore throat, very ill, suspected or previous rheumatic
fever, multiple attacks of tonsillitis, quinsy, or pregnancy. Even if the sore throat
persists, a throat swab to identify group A beta-haemolytic streptococcus
(GABHS) may not be helpful, as the poor specificity and sensitivity of throat swabs
limit their usefulness (see section 3.2). Nevertheless, randomised controlled
trials of antibiotic therapy in patients with acute sore throat in whom GABHS has
or has not been isolated (whether or not causative) have been reported and these
are summarised in Annex 4.

The limited information available is insufficient to support a recommendation
on the routine use of antibiotics in acute sore throat.

- In severe cases, where the practitioner is concerned about the clinical condition
of the patient, antibiotics should not be withheld. (Penicillin V 500 mg, four times
daily for 10 days is the dosage used in the majority of studies.)

- Practitioners should be aware that infectious mononucleosis may present with
severe sore throat with exudate and anterior cervical lymphadenopathy, and
should avoid prescription of ampicillin-based antibiotics, including co-amoxiclav,
as first line treatment. (Evidence level Ib)
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Unstable Angina and NSTEMI: the early management of unstable

angina and non—ST—segment—elevation myocardial infarction
(NICE, 2010)

2.2 BALANCING THE RISKS AND BENEFITS OF INTERVENTIONS

Various pharmacological agents (such as anti-thrombin and anti-platelet drugs)
and coronary revascularisation (either percutaneous coronary intervention [PCI]
or coronary artery bypass graft [CABG] surgery) have been shown to improve the
outcome of patients with UA or NSTEMI. These interventions are known to be
associated with some treatment hazards (particularly bleeding complications),
which for the individual patient must be balanced against any potential treatment
benefits. This balance is influenced by the patient’s estimated risk of an adverse
cardiovascular outcome as a consequence of the ACS, because the absolute
magnitude of benefit from an intervention is generally greatest in those with the
highest risk. This balancing of risk against benefit was reflected in the previous
Technology Appraisals for clopidogrel (where it was recommended for those
at moderate or high, but not for those at low, risk) and the glycoprotein Ilb/Illa
inhibitors37 (only recommended for those at high risk of adverse events).
A confounding issue is that treatment hazards, such as bleeding complications,
are often also greatest in those patients at highest risk of an ischaemic event.

Individual pharmacological interventions and coronary revascularisation are
considered in more detail elsewhere in this guideline. This section is concerned
with the challenge of balancing the hazards related to, and potential benefits
of, an intervention in the context of an individual's underlying risk of an adverse
outcome.

To select the most appropriate intervention(s) for an individual, clinicians should
consider the:

® individual's risk of an adverse cardiovascular outcome
® potential benefit of the intervention(s)
® potential hazards associated with the intervention(s)
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Chronic pain (American College of Occupational and Environmental
Medicine, 2008)

In reviewing or revising recommendations, the expert Panels review the articles,
evidence tables, and strength-of-evidence ratings (A, B, C, or I). Panels discuss
recommendations for diagnosis or treatment based on the critically appraised
body of evidence using a “best evidence” approach.

In addition to critically appraised evidence, “first principles” of medical logic and

ethics are observed in formulating recommendations.

® |maging or testing should generally be done to confirm a clinical impression.

® Tests should affect the course of treatment.

® Treatments should improve on the natural history of the disorder, which in
many cases is recovery without treatment.

® |nvasive treatment should be preceded by adequate conservative treatment
and may be performed if conservative treatment does not improve the health
problem.

® The more invasive and permanent, the more caution should be exerted
in considering invasive tests or treatments and the stronger should be the
evidence of efficacy.

® The more costly the test or intervention, the more caution should be generally
exerted prior to ordering the test or treatment and the stronger should be the
evidence of efficacy.

® Testing/treatment decisions should be a collaboration between the clinician
and patient with full disclosure of benefits and risks.

® Treatment should not create dependence or functional disability.

recommendation specifies the clinical problem to which it relates and is linked
to the relevant higher quality available evidence. Consensus recommendations,
following the first principles above, are formulated when there is either a lack of
quality evidence or the available evidence substantially conflicts.
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

3.5.10 Forming the clinical summaries and recommendations

Once the GRADE profiles and clinical summaries were finalised and agreed

by the GDG and the evidence from depression in the general populations was
taken into account, the associated recommendations were drafted, taking into
account the trade-off between the benefits and downsides of treatment as well
as other important factors. These included economic considerations, the values
of the GDG and society, and the GDG's awareness of practical issues (Eccles et
al.,1998). The confidence surrounding the evidence in the depression guideline
also influenced the GDG's decision to extrapolate.”

3.5.11 Method used to answer a clinical question in the absence of

appropriately designed, high-quality research

In the absence of appropriately designed, high-quality research, or where the

GDG was of the opinion (on the basis of previous searches or their knowledge of

the literature] that there were unlikely to be such evidence, either an informal

or formal consensus process was adopted. This process focused on those

questions that the GDG considered a priority.

Informal consensus. The starting point for the process of informal consensus

was that a member of the topic group identified, with help from the systematic

reviewer, a narrative review that most directly addressed the clinical question.

Where this was not possible, a brief review of the recent literature was initiated.

This existing narrative review or new review was used as a basis for beginning

an iterative process to identify lower levels of evidence relevant to the clinical

question and to lead to written statements for the guideline. The process involved

a number of steps:

® A description of what is known about the issues concerning the clinical
question was written by one of the topic group members.

® Evidence from the existing review or new review was then presented in
narrative form to the GDG and further comments were sought about the
evidence and its perceived relevance to the clinical question.
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and added to the information collected. This may have included studies
that did not directly address the clinical question but were thought to
contain relevant data.

® |f, during the course of preparing the report, a significant body of primary-
level studies (of appropriate design to answer the question) were
identified, a full systematic review was done.

® At this time, subject possibly to further reviews of the evidence, a series of
statements that directly addressed the clinical question were developed.

® Following this, on occasions and as deemed appropriate by the GDG,
the report was then sent to appointed experts outside the GDG for peer review
and comment. The information from this process was then fed back to the
GDG for further discussion of the statements.

® Recommendations were then developed and could also be sent for further
external peer review.

® After this final stage of comment, the statements and recommendations
were again reviewed and agreed upon by the GDG.

Unstable Angina and NSTEMI: the early management of unstable

angina and non—ST—segment—elevation myocardial infarction
(NICE, 2010)

Agreeing the recommendations

The GDG employed formal consensus techniques to:

® ensure that the recommendations reflected the evidence-base

® approve recommendations based on lesser evidence or extrapolations from
other situations

® reach consensus recommendations where the evidence was inadequate

® debate areas of disagreement and finalise recommendations

The GDG also reached agreement on the following:

® recommendations as key priorities for implementation

® key research recommendations and algorithms
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

3.9 VALIDATION OF THE GUIDELINE

W@Mﬁmﬁ@u&mﬁh&gﬁuﬁaﬂmﬂm Followmg

the consultation, all comments from stakeholders and others were responded
to, and the gU|de ine updated as appropmate

Following the consultation period, the GDG finalised the recommendations and
the NCCMH produced the final documents. These were then submitted to NICE.
NICE then formally approved the guideline and issued its guidance to the NHS in
England and Wales.

CONSULTATION DRAFT OF THE GUIDELINE
EXPERTS

Professor o o0 Beck
Professor o o Cape
Professor o o Cooper
Professor o on Hollon
Professor o o Katon
Professor o o Kendrick
Droo Law

Professor o o Lester

Dr o o Markowitz
Professor o o Matthews
Professor o o McLoughlin
Professor o o Peveler
Professor o o Richards
Professor 0 0 Weissman”
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

10.14 CLINICAL PRACTICE RECOMMENDATIONS

10.14.1 Choice of antidepressant

10.14.1.1 Discuss antidepressant treatment options with the person with

depression, covering:

® the choice of antidepressant, including any anticipated adverse events,
for example, side effects and discontinuation symptoms (see Section
11.8.7.2) and potential interactions with concomitant medication or physical
health problems148

® their perception of the efficacy and tolerability of any antidepressants they
have previously taken.

10.14.1.2 When an antidepressant is to be prescribed, it should normally

be an SSRI'in a generic form because SSRIs are equally effective as other

antidepressants and have a favourable risk-enefit ratio. Also take the following

into account:

® SSRIs are associated with an increased risk of bleeding, especially in older
people orin people taking other drugs that have the potential to damage
the gastrointestinal mucosa or interfere with clotting. In particular, consider
prescribing a gastroprotective drug in older people who are taking non-
steroidal anti-inflammatory drugs [NSAIDs) or aspirin.

® [luoxetine, fluvoxamine and paroxetine are associated with a higher
propensity for drug interactions than other SSRIs149.

® Paroxetine is associated with a higher incidence of discontinuation symptoms
than other SSRIs150.

10.14.1.3 When prescribing drugs other than SSRIs, take the following into

account:

® The increased likelihood of the person stopping treatment because of side
effects (and the consequent need to increase the dose gradually) with
venlafaxine, duloxetine and TCAs.



At

STARIGS

® The specific cautions, contraindications and monitoring requirements for
some drugs.
For example:
- the potential for higher doses of venlafaxine to exacerbate cardia
carrhythmias and the need to monitor the person’s blood pressure
- the possible exacerbation of hypertension with venlafaxine and duloxetine
— the potential for postural hypotension and arrhythmias with TCAs
- the need for haematological monitoring with mianserin in elderly people.
® Non-reversible monoamine oxidase inhibitors (MAQIs), such as phenelzine,
should normally be prescribed only by specialist mental health professionals.
® Dosulepin should not be prescribed.

5% ARAY(HEF QAATAE, 2008)

1.2.1. D=L (Hypertension)
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Guideline Management of Ductal Carcinoma In Situ of the Breast
Cancer (Cancer care ontario Practice Guideline Initiative, 2002)

Cancer Care Ontario Practice Guidelines Initiative.

Guideline Management of Ductal Carcinoma In Situ of the Breast .
Practice Guideline Report No. 1-10, 2002. www.ccopebc.ca
Disease site group consensus process

In the surgical management of DCIS, the choice between mastectomy and
lumpectomy should be dependent upon patient preference and the results of
clinical, mammographic and pathologic evaluation. Mastectomy is indicated
for patients at high risk of recurrence. High-risk factors include large size
tumours (>5 cm), multi-area tumours, or extensive DCIS with close margins.
Mastectomy with the option of reconstruction is also an acceptable option for
women preferring to maximise local control or who are at higher risk (e.g. high
grade lesions or comedonecrosis). Given the importance of breast conservation
for the patient, the potential for salvage, and that breast conserving surgery is
often performed in patients with more aggressive tumour types; lumpectomy is
an equally acceptable option for eligible women with DCIS.

While the risk of tumours developing in the contralateral breast is greater in
patients who receive radiotherapy, it must be weighed against the greater benefit
of a lower risk of recurrence in the ipsilateral breast for those patients who
receive radiotherapy.

There is some evidence to suggest that patients with small, low-grade lesions
with clear margins greater than 10mm have a sufficiently low risk of recurrence
to forgo breast irradiation. Eligible patients should be encouraged to participate
in ongoing clinical trials.
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THE NICE GUIDELINE ON THE TREATMENT AND
MANAGEMENT OF DEPRESSION IN ADULTS (NICE, 2009)

5.2.10 Clinical summary for both reviews

There was very high heterogeneity found for almost all identification tools,
which is an important limitation of the reviews.

10.13 FROM EVIDENCE TO RECOMMENDATIONS

Apart from the review of escitalopram, the reviews of individual drugs
undertaken for the previous guideline were not updated and, therefore, the
recommendations concerning the choice of antidepressants have been updated
only to ensure compatibility with the current NICE house style.
A review of the clinical evidence for the new antidepressant drug duloxetine
was added, but the drug was found to be no more clinically effective than
other antidepressant drugs. In addition, the pharmacoeconomic evidence
on duloxetine was contradictory and, therefore, it could not be specifically
recommended. The updated review of escitalopram showed a small advantage
over other antidepressants, but this was not judged to be clinically important
over other antidepressants. The economic evidence on escitalopram showed
it to be more cost effective in comparison with three other antidepressants.
However, the economic evidence had limitations and these comparisons
were considered insufficient to make a specific recommendation for
this treatment. The overall conclusion that antidepressants have largely
equal efficacy and that choice should largely depend on side-effect profile,
patient preference and previous experience of treatments, propensity to cause
discontinuation symptoms and safety in overdose, is not altered. No advantage
for so-called ‘dual-action” antidepressants as a class over other drugs was
found, including considering duloxetine and venlafaxine separately. An increasing
number of newer antidepressants are available as generics, and these drugs are
generally preferred on grounds of cost.
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The GDG considered the findings from of the review by Cipriani and colleagues
(2009) and developed an economic model based on the review.

The GDG concluded that the analysis was consistent with the findings from
the analyses undertaken for this guideline in suggesting some efficacy and
tolerability differences between individual antidepressants. However the size
of effect and concerns about potential confounds meant that the findings were
not considered sufficiently robust to warrant singling out individual drugs for
recommendation.

Clinicians should also consider the potential for drug interactions when
prescribing an antidepressant for people taking concomitant medication.
More information on this topic is provided in the NICE guideline on treating
depression in adults with a chronic physical health problem (NICE, 2009¢).
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The efficacy of short-term psychodynamic psychotherapy
CG90/2 compared with cognitive behavioural therapy [CBT] and 107 2009
antidepressants in the treatment of moderate to? :

Clinical
guidelines

The efficacy of light therapy compared with antidepressants
CG90/4 for mild to moderate depression with a seasonal pattern:- 107 2009
How effective is light therapy compared? :

Clinical
guidelines

The efficacy of counselling compared with low-intensity
CG90/6 cognitive behavioural interventions and treatment as usual in | 107 2009
the treatment of persistent subthreshold?:

Clinical
guidelines

The efficacy and cost effectiveness of different systems for the
CG90/8 organisation of care for people with depression:- In people 10?7 2009
with mild, moderate or severe? :

Clinical
guidelines

The efficacy of maintenance [electroconvulsive therapy] ([ECT)
CG90/10 for relapse prevention in people with severe and recurring 107 2009
depression that does not respond to? :

Clinical
guidelines
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14.2 Recommendations for research

The guideline development group was not able to identify sufficient evidence to
answer all of the key questions asked in this guideline (see Annex 1).
The following areas for further research have been identified:

14.2.1 LIFESTYLE MANAGEMENT

- Further research on the role of blood glucose monitoring and its cost
effectiveness in specific subgroups of patients with type 2 diabetes.

- Head-to-head comparisons of interventions to reduce obesity in patients
with type 2 diabetes, including effect on glycaemic control.

- Further research on the benefits of blood ketone monitoring.

- Which smoking cessation interventions are most effective in people with
diabetes?

14.2.2 PSYCHOSOCIAL FACTORS

- Longitudinal studies of newly diagnosed patients, investigating causal
links between diabetes, symptoms, self management and aspects of
psychological functioning are required.

- Clinically relevant screening tools to identify psychological problems
require validation for use with adults and/or children with diabetes.

- Most research has focused on HbATc as the main outcome for self
management interventions in diabetes. There is a need for theoretically
based research studies which identify the relationship between specific
self-management behaviours and positive psychological outcomes
(such as quality of life, well-being] in diabetes.

- Effective treatments for clinically significant psychological problems in
adults and children with diabetes.

- Effectiveness of psychological interventions to improve shorter and longer
term health outcomes for specific groups such as those with poor control.

14.2.3 MANAGEMENT OF TYPE 1 DIABETES

- Evidence for an optimal range of HbA1c targets for adults and children
with type 1 diabetes based on intensive treat to target trials.

- Large RCTs comparing CSlI therapy to MDI therapy with insulin analogues,
which assess glycaemic control and rates of hypoglycaemia, DKA and
validated QoL assessment are lacking. Such studies should not restrict entry
on the basis of hypoglycaemia.

- Does managing hospitalised patients with type 1 diabetes with a dedicated
inpatient diabetes team lead to shorter stays in hospital, reduced morbidity
and reduced costs compared with standard care?
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- |dentification of the optimal evidence based process for transition from
paediatric to adult services, taking into account measures of glycaemic
control, psychological adjustment, loss to follow up and provision of
specialist resources.

14.2.4 PHARMACOLOGICAL MANAGEMENT OF GLYCAEMIC CONTROL IN
PEOPLE WITH TYPE 2 DIABETES

- What causes adverse outcomes in people with type 2 diabetes with long
duration of disease when using an HbATc target of 6.0%, and how can such
harm be avoided?

- Which oral glucose-lowering agent (sulphonylurea, thiazoldinedione, DPP-4
inhibitor) should be added in "second line” after metformin to achieve best
cardiovascular and microvascular outcomes while avoiding hypoglycaemia?

- In adults with type 1 diabetes mellitus does metformin therapy added to
usual insulin and standard treatment prevent major cardiovascular
disease?

- Can novel genetic, proteomic, metabolomic or other ‘biomarkers’ guide
prescribing of oral glucose-lowering agents in type 2 diabetes, ie predict
individual patient HbAlc responses?

14.2.5 MANAGEMENT OF DIABETES IN PREGNANCY
- Optimal timing of delivery in pregnant women with diabetes.
- Frequency and modality of retinopathy screening in pregnant women.

14.2.6 MANAGEMENT OF DIABETIC CARDIOVASCULAR DISEASE
- Intensive management of hyperglycaemia following acute coronary
syndromes.
- Drug treatment of chronic heart failure in patients with diabetes.
- Glycaemic treatment of diabetic patients with chronic heart failure.
- Possible benefits of non-statin lipid-lowering drugs in patients with diabetes.

14.2.7 MANAGEMENT OF KIDNEY DISEASE IN DIABETES

- What are the mechanisms behind the racial differences in kidney disease
prevalence and adverse outcomes?

- Do any anti-diabetic therapies have a specific reno-protective effect?

- In light of recent trial evidence, does blockade of the RAAS prevent the
development of microalbuminuria in low-risk patients.

- Does combination therapy with both ACE inhibitors and ARbs have an
additive effect in preventing the progression of diabetic kidney disease in
high-risk patients and what is the prevalence of adverse events associated
with such dual therapy?
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Do mineralocorticoid receptor antagonists and direct renin inhibitors prevent
the progression of diabetic kidney disease?

Does statin therapy prevent the progression of diabetic kidney disease?

Do erythropoeisis-stimulating agents specifically improve outcomes in
people with diabetes and kidney disease and what is the appropriate

target haemoglobin concentration?

14.2.8 PREVENTION OF VISUAL IMPAIRMENT
- To ascertain whether or not there has been any marked change in the

number of young people pre- and post-puberty with retinopathy,
particularly in Scotland, bearing in mind the increased numbers diagnosed
at earlier ages.

- The accuracy of automated grading measured aginst a gold-standard

reference in cohorts of patients with different levels of retinal disease.

- The accuracy of OCT in screening for macular oedema.

Identification of reasons for non-attendance at retinal screening and
comparison of interventions to improve uptake.

Investigation of non-use of low vision aids services in people who are
eligible for these.

14.2.9 MANAGEMENT OF DIABETIC FOOT DISEASE

Clinical and cost effectiveness of screening for diabetic foot disease.
Effectiveness of different debridement techniques for improving healing
outcomes in patients with active foot ulceration.

Effectiveness of hyperbaric oxygen in improving ulcer healing outcomes

in patients with active foot ulceration.

Foot orthosis (construction, matching biomechanics with tissue mechanics).
Role of vascular interventions in healed ulcers.

Head-to-head comparisons of pharmacological and non-pharmacological
interventions to treat painful diabetic neuropathy.

Role of structured education in high-risk patients to affect ulcer events/
amputation or preventing recurrent events in patients with leg ulcer.
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Figure 1: The stepped-care model

Focus of the
intervation

Nature of the
intervention

STEP 4: Severe and complex'
depression; risk to life; severe
self-neglect

Medication, high-intensity
psychological intervention,

ECT, crisis service, combined
treatments, multiprofessional and
inpatient care

STEP 3: Persistent subthreshold
depressive symptoms or mild to
moderate depression with inadequate
response to initial interventions;
moderate and severe depression

Medication, high-intensity psychological
interventions, combined treatments,
collaborative care and referral for
further assessment and interventions

STEP 2: Persistent subthreshold deperssive
symptoms; mild to moderate depression

Low-intensity psychosocial interventions,
psychological interventions, medication and
referral for further assessment and
interventions

STEP 1: All known and suspected presentations of
depression

Assesment, support, psychoeducation, active
monitoring and referral for further assessment and
interventions

'Complex depression includes depression the shows an inadequate response to multiple treatment, is
complicated by psychotic symptoms, and/ or is associated with significant psychiatric comorbidity
psychosocial factors.

2Only for depression where the person also has a chronic physical health problem and associated functional
impairment (see NICE, 2009c).
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Interactive case history
Use these interactive modules to learn as we guide you through a real

Interactive case history
life consultation. Before you start a learning resource it is best to add it

to your plan first.
Depression is adults: in association with NICE

View user opinions
Prehospital care practitioners

GPs
Foundation doctors
Emergency medicine practitioners

Hospital doctors
Medical Students
Other healthcare professionals

GP trainees
Practice nurses
BMJ Learning with NICE

een produced by BMJ Learning in collaboration with
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13 Implementing the guideline

This section provides advice on the resource implications associated with
implementing the key clinical recommendations, and advice on audit as a
tool to aid implementation. Implementation of national clinical guidelines

is the responsibility of each NHS Board and is an essential part of clinical
governance. Mechanisms should be in place to review care provided against
the guideline recommendations. The reasons for any differences should be
assessed and addressed where appropriate.

Local arrangements should then be made to implement the national guideline in

individual hospitals, units and practices.

13.1 Resource implications of key recommendations

A cost and resource impact report and an associated spreadsheet have been
developed to provide each NHS board with resource and cost information to
support the implementation of the recommendations judged to have a material
impact on resources (see Table 7). These documents are available from the
SIGN website: www.sign.ac.uk



able Reco endatio ostea e cost and reso e o epo

Recommendation

Section

Obese adults with type 2 diabetes should be offered individualised
A interventions to encourage weight loss (including lifestyle,
pharmacological or surgical interventions) in order to improve
metabolic control.

3.6.2

Children and adults with type 1 and type 2 diabetes should be offered
A psychological interventions (including motivational interviewing, goal
setting skills and CBT) to improve glycaemic control in the short and
medium term.

433

CSl therapy is associated with modest improvements in glycaemic
A | control and should be considered for patients unable to achieve their
glycaemic targets.

5.3.2

A CSl therapy should be considered in patients who experience
recurring episodes of severe hypoglycaemia.

5.3.2

An insulin pump is recommended for those with very low basal

W insulinrequirements (such as infants and very young children), for
whom even small doses of basal insulin analogue may result in
hypoglycaemia.

832

W Pump therapy should be available from a local multidisciplinary
pump clinic for patients who have undertaken structured education.

5.3.2

Soluble human insulin or rapid-acting insulin analogues can be used
A | when intensifying insulin regimens to improve or maintain glycaemic
control.

6.10.5

A suitable programme to detect and treat gestational diabetes
A .
should be offered to all women in pregnancy.

7.8

Intensive lipid-lowering therapy with atorvastatin 80 mg should be

A considered for patients with diabetes and acute coronary syndromes,
objective evidence of coronary heart disease on angiography or
following coronary revascularisation procedures.

8.4.7

In patients with diabetes, DES are recommmended as opposed to BMS
A in stable coronary heart disease or non-ST elevation myocardial
infarction to reduce in-stent re-stenosis and target lesion
revascularisation.

8.6.4
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14.3 Review and Updating

This guideline was issued in 2010 and will be considered for review in three
years. Any updates to the guideline in the interim period will be noted on the
SIGN. website: www.sign.ac.uk
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