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Scope

Appendices
Appendix A: Scope

FiNAL

NATIONAL INSTITUTE FOR HEALTH AND
CLINICAL EXCELLENCE

SCOPE
1 Guideline title

Myocardial infarction: secondary prevention in primary and secondary care for
patients foiowng a myocardial infarction

1.1 Short title

M secondary preventon

2 The remit

This 5 a partial update of ‘MI: secondary prevention’, NICE clinical
guideline 48 (2007). See section 4 3.1 for delails of which sections will be

updated. We will also carmy out an editorial review of all recommendations to
ensure that they comply with NICE's duties under equalties legisiation.

This update s baing undenaken as pan of the guidelinge review cycle

3 Clinical need for the guideline

31 Epidemioclogy

a) Myocardial infarction (MI) remains a common condition, despite
recent falls in incidence. For men aged between 30 and 74 the
incidence is about 174 per 100,000 per year in England and for

women i is about 60 per 100,000. Across the United Kingdom
there are a total of 124,000 Mis annually

b) Il is estimated that 1 million men and about 500, 000 women Iving
in the UK in 2010 have had an MI

c) MI is a complication of coronary heart disease (CHD).CHD s a
preventable and treatable dsease. The death rate from CHD has

M Secondary preventon FINAL soops Page | of 10
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Scope

o)

FiNAL

been falling since the earty 1970s and for people aged below 75,
rales have fallen by 44% between 1990 and 2010. In spite of these

improvements, the UK death rate from CHD is relatively high when
compared with that in western European countries. The age
standardised death rate for men is 132 per 100,000 and 61 per
100,000 for women.

CHD death rates in the UK vary with age, gender, socioeconomic
status and ethnicity, for exampile:

* in people younger than 75, death rates in men are nearty three
times higher than in women

= death rates in affuent areas in the UK are half of those in
deprived areas

= people of South Asian ongin have a death rate almost 50%
higher than the general population.

Current practice
Secondary prevention measures for Ml have helped to significantly
reduce mortality from coronary arery disease.

In England, 99% of people discharged after an Mi receive aspinn,
96% beta blockers, 97% statins, 94% angiotensin-converting
enzyme (ACE) nhibitors and 95% clopidogrel or another
thienopyridine inhibitar on discharge In Wales, 98% recerve
aspirin, 95% beta blockers, 95% statins, 91% ACE inhibors and
92% clopidogrel or another thienopyridine inhibitor. These data
reflect excellent provsion of current ewdence-based care for
pharmacological agents.

In 2010/11 over B0% of STEMI patients who were efigible for
reperfusion as pan of therr acute treatment strategy received
primary PCI compared to less than 20% in 2006/7 In light of this
significant change in the acute management of M1, there s now

Ml Secondary preventon FINAL soops Page 2 of 10
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Scope

uncertainty about the appropriateness of existing secondary
prevention pharmacological treatment recommendations .

d) Cardiac rehabilitation programmes are not widely accessed,
despite being consistently shown to reduce mortality rates in
people with CHD. Cardiac rehabilitation is a coordinated
programme of physical, psychological and social nterventions to
enable the person with CHD 1o preserve or resume oplimal
funcioning in society.

e) Uptake of cardiac rehabilitation varies across the UK, and differs
aCross socipeconomic and demographic groups. In 2008/09 only
39% of people who had an Ml were refemed for cardiac
rehabilitation. In 200872009, 24% of patients referred to cardiac
rehabilitation did nol attend

4 The guideline

The guideline development process is described in detad on the NICE website
(see section 6, ‘Furiher information’).

This scope defines what the gudeine update will (and will not) examine, and
what the guideine developers will consider

The areas that will be addressed by the guideline update are described in the

fallowing sections.

4.1 Population

411 Groups that will be covered in the update
a) Adults (18 years and older).

b) People who have had an Ml (type 1 according to the universal
definition). This will include those nol yet discharged from hospital,
where relevant and those found 1o have had a proven Ml in the
past

M Secondary preventon FINAL soope Page 3 of 10
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c)

41.2

a)

b)

4.2

b)

4.3

431

FiNAL

Specific consideration will be given to the needs of populations
thought to have reduced adherence to cardiac rehabilitation
programmes. These include people from South Asian communities,
black and minarity ethnic groups, low sociceconomic groups or
rural communities. people with physical and keamning dis abilities,
women, and people with anxiety and/or depression.

Groups that will not be covered

Children and young people (younger than 18).

Patients diagnosed as having a type 2, 3, 4a, 4b or 5 MI according
to the universal definition of myocardial infarction.

Healthcare setting

Primary care and hospital seftings, exciuding early acute care and
accident and emergency departments.

Care from healthcare professionats who have dwect contact with
peopie after the earty acute phase of an Mi. The guideline will also
be relevant to people working in occupational health services and
the voluntary secior, although specific recommendations on their

practice will not be made.

Clinical management

Key clinical issues that will be covered

Areas from the original guideline that will be updated

a)

b)

<)

Interventions 10 increase uptake and adherence to cardiac
rehabilitation programmes

Fish diet and omega-3-acid ethyl esters.
Pharmacological interventions, including:

* ACE inhibitors, including:
- Dose titration

Ml Secondary preventon FINAL soops Page 4 of 10

National Clinical Guideline Centre, 2013.



Scope

Antiplatelet agents, including:

- initiating agents afler the acute phase

- usein patients already prescribed oral anticoagulants.
- duration of therapy

- duration of therapy after stenting

Vitamin K antagonists

= Beta blockers

Angiotensin receptor blockers, including.

- in patients with a proven past M without heart failure and with
preserved lefl ventricular function

Note that guideline recommendations will normaily Tall within
censed indications, exceptionally, and only i clearty supparted by
evidence, use outside a hcensed indication may be recommended.
The guideline will assume thal prescribers will use a drug's
summary of product charactenstics 1o inform decisions made with
ndivdual pabients

d) Mapping and review of recommendations in relation to more recent
NICE guidance (see section 5.1.1)

Areas that were not part of the original guideline but will be included in
the update

e) Factors affecting uptake and adherence to cardiac rehabilitation
programmes, including both patient and healthcare-provider factors

432 Clinical issues that will not be covered

Areas from the original guideline that will not be updated
No new evidence has been identified to change the 2007 recommendations

a) Lifestyle, except fish diet and omega-3-acid ethyl esters.

Ml Secondary preventon FINAL soops Page S of 10
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Scope

b) Cardiac rehabilitation, exciuding those areas n4.31a

c) Coronary revasculansation.

e) Left ventricular dysfunction.

a) Potassium channel activators
h) Caicium channel blockers
i) Aldosterone antagonists

Areas that will be removed

0 Recommendations relating 10 lipid lowenng phamaceutical agents
will be removed from the updated guideline. These will be covered
by the upcoming update of "Lipid modification’, NICE clinical
guideline 67 (2008) 1o which the update of this guideline will cross-
refer

Areas not covered by the original guideline or the update
K) Acute or retrospective diagnoses of M

I Interventions specific 1o the earty phase of acute MI These are
covered by the relevant acute management guideines (Unstable
angina and NSTEMI [NICE clinical guideline 94] and Myocardial
nfarction’ acute management of STEMI [guideline in
development])

m) Assessment of cardiac status before coronary revascularsation.

44 Main outcomes
a) Moartality.

b) Myocardial resnfarction.

Ml Secondary preventon FINAL soops Page 8 of 10
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Scope

) Revasculansation
d) Rehospitalisation
€) Stroke.
Adverse events, including bleeding complications
9 Health-related quality of ife.
h) Uptake and adherence 1o cardiac rehabiitation

45  Economic aspects

Developers will take into account both cinical and cost effectiveness when
making recommendations involving a choice between altemative
interventions. A review of the economic evidence will be conducted and
analyses will be camed out as appropriate The preferred unit of effectiveness
is the quality-adjusted life year (QALY), and the costs considered will usually
be only from an NHS and personal social services (PSS) perspective. Furiher
detail on the methods can be found in The guidelines manual (see ‘Further
information”).

4.6 Status

4.6.1 Scope
This is the final scope.

462  Timing
The development of the guideline recommendations will begin in March 2012,

5 Related NICE guidance

5.1 Published guidance

511  NICE guidance to be updated
This guideline will update and replace the following NICE guidance:

Ml Secondary preventon FINAL soops Page 7 of 10
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MI: secondary prevention. NICE clinical guideline 48 (2007)

512  Related NICE guidance

Patient experience in genenic terms. NICE clinical guideline 138 (2012).
Bivalirudin for the treatment of ST-segment-elevation myocardial infarction.
NICE technology appraisal 230 (2011)
Hyperglycaemia in acute coronary syndromes. NICE clinical guideline 130
(2011)

Ticagreior for the treatment of acute coronary syndromes. NICE technology
appraisal guidance 236 (2011)
Hypertension. NICE clinical guidedine 127 (2011)

Stable angna. NICE clinical guideline 126 (2011)

Anxiety. NICE clinical guideline 113 (2011)

Prevention of cardiovascular disease at population level. NICE public
health guidance 25 (2010)

Chronic heart failure. NICE clinical guideline 108 (2010)

Chest pain of recent onset. NICE clinical guideline 95 (2010)
Unstable angina and NSTEMI. NICE dinical guideline 94 (2010)
Clopidogrel and modified-release dipyndamole for the prevention of
occlusive vascular events. NICE technology appraisal 210 (2010)
Depression with a chronic physical health problem. NICE clinical guideline
91 (2009)

Depression in adults (update). NICE chnical guideiine 90 (2009)

Type 2 diabetes: newer agents. NICE clinical guideline 87 (2009)
Medicines adherence NICE clinical guideline 76 (2009)

Prasugrel for the reatment of acute coronary syndromes with
percutaneous coronary intervention. NICE technology appraisal guidance
182 (2009)

Drug-eluting stents for the reatment of coronary artery disease. NICE
technology appraisal guidance 152 (2008)

Lipid modification. NICE clinical guideline 67 (2008)

Smoking cessation senvices in primary care, pharmacies, local authorities
and workplaces. NICE public health guidance 10 (2008)

Ml Secondary preventon FINAL soops Page 8 of 10
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MI: secondary prevention. NICE clinical guideline 48 (2007)

512  Related NICE guidance

Patient experience in genenic terms. NICE clinical guideline 138 (2012).
Bivalirudin for the treatment of ST-segment-elevation myocardial infarction.
NICE technology appraisal 230 (2011)
Hyperglycaemia in acute coronary syndromes. NICE clinical guideline 130
(2011)

Ticagreior for the treatment of acute coronary syndromes. NICE technology
appraisal guidance 236 (2011)
Hypertension. NICE clinical guidedine 127 (2011)

Stable angna. NICE clinical guideline 126 (2011)

Anxiety. NICE clinical guideline 113 (2011)

Prevention of cardiovascular disease at population level. NICE public
health guidance 25 (2010)

Chronic heart failure. NICE clinical guideline 108 (2010)

Chest pain of recent onset. NICE clinical guideline 95 (2010)
Unstable angina and NSTEMI. NICE dinical guideline 94 (2010)
Clopidogrel and modified-release dipyndamole for the prevention of
occlusive vascular events. NICE technology appraisal 210 (2010)
Depression with a chronic physical health problem. NICE clinical guideline
91 (2009)

Depression in adults (update). NICE chnical guideiine 90 (2009)

Type 2 diabetes: newer agents. NICE clinical guideline 87 (2009)
Medicines adherence NICE clinical guideline 76 (2009)

Prasugrel for the reatment of acute coronary syndromes with
percutaneous coronary intervention. NICE technology appraisal guidance
182 (2009)

Drug-eluting stents for the reatment of coronary artery disease. NICE
technology appraisal guidance 152 (2008)

Lipid modification. NICE clinical guideline 67 (2008)

Smoking cessation senvices in primary care, pharmacies, local authorities
and workplaces. NICE public health guidance 10 (2008)
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FIMAL

= Varenicline for smoking cessation. NICE technology appraisal guidance
123 (2007)

= Behaviour change. NICE public health guidance 6 (2007)

« Brief interventions and referral for smoking cessation in primary care and
other seftings. NICE public haailth guidance 1 (2006)

= QDbesity. NICE clinica guidedine 43 (2006)

« Implantable cardioverter defibrillators (ICDs) for the treatment of
arhythmias. NICE technology appraisal guidance 95 (2006)

= Statins for the prevention of cardiovascular events in patients at increased
risk of developing cardiovascular disease or those with established
cardiovascular disease. NICE technology appraisal guidance 94 (2006)

» Dyspepsia NICE clinical guideline 17 (2004)

« Type 1 diabetes. NICE clinical guideline 15 (2004)

51.3  Other related NICE products

« Cardiac rehabilitabion service commissioning guide NICE service
commissioning guide (2008)

5.2 Guidance under development

NICE is cumently developing the following related guidance (details available

from the NICE website)

« Myocardial infarction: acute management of STEMI. NICE clinical
guideline. Publication expected 2013

« Acute heart falure. NICE clinical guideline. Publication date to be
confirmed.

= Venous thromboembolism — rivaroxaban. NICE technology apprasal.
Publication date to be confirmed.

6 Further information
Information on the guideine development process i prowided in:

* "How NICE dinical guideines are developed an overview for stakehoiders
the public and the NHS'

Ml Secondary preventon FINAL scops Page @ of 10
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= The guidelines manual .

These are available from the NICE website

Ceowwuce org ui/Cudeinesianual) informabon on the progress of the
guideline will also be available from the NICE website (www. nice org uk).

Ml Secondary preventon FINAL soops Page 10 of 10
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Appendix B: Declarations of interest

B.1 Philip Adams

GDG meeting Declaration of Interests Action taken
On appointment Nothing to declare. None.
First GDG meeting No changes to declarations of None.
[15.03.12] interest.

Second GDG meeting No change to declarations of interest. None.
[25.04.12]

Third GDG meeting No change to declarations of interest. None.
[12.06.12] & Fourth GDG

meeting [13.06.12]

Fifth GDG meeting [ No change to declarations of interest. None.
10.07.12]

Sixth GDG meeting No change to declarations of interest. None.
[18.09.12]

Seventh GDG meeting No change to declarations of interest. None.
[01.11.12]

Eighth GDG meeting Did not attend. None.
[12.12.12]

Ninth GDG meeting No change to declarations of interest. None.
[06.02.13]

Tenth GDG meeting No change to declarations of interest. None.
[14.03.13]

Eleventh GDG meeting No change to declarations of interest. None.

[07.08.13]

lvan Benett
GDG meeting

On appointment

First GDG meeting
[15.03.12]

Declaration of Interests

Declared a personal specific

pecuniary interest:

e Attended advisory board for MSD
on the use of ezetimibe (October
2011) and received an honorarium
for attendance.

e Presented at the Primary Care

Cardiology conference, receiving an
honoraria from Servier laboratories

(September 2011).

e Attended the American College of
Cardiology conference in Chicago
as a guest of Boehringer Ingelheim.
Flight, accommodation and
registration fee were paid for
(March 2012).

No change to declarations of interest.
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Third GDG meeting

[12.06.12] & Fourth GDG
meeting [13.06.12]

Fifth GDG meeting [
10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
[07.08.13]

B.3 Kathryn Carver

GDG meeting

On appointment

First GDG meeting
[15.03.12]

Second GDG meeting
[25.04.12]

Declaration of Interests

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

Did not attend.

Declared a personal specific non-
pecuniary interest: due to chair a
meeting on 1.12.12 on a new DVT
pathway for rivaroxaban, sponsored
by Bayer, for which no honorarium
will be received.

Did not attend.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

Declaration of Interests

Declared a non-personal specific
pecuniary interest: Is treasurer of the
British Association of Cardiovascular
Prevention and Rehabilitation
(BACPR), an affiliate group of the
British Cardiovascular Society. The
BACPR received support from the
healthcare industry for its national
conference, amounting to £20,000 -
£30,000 per year from a range of
companies, the exact amounts and
companies varies from year to year.
Declared a personal non-pecuniary
interest: Is a member of the BACPR
Council, currently holding position of
treasurer.

No change to declarations of interest.

No change to declarations of interest.

National Clinical Guideline Centre, 2013.

17

Action taken

None.

Declare and withdraw from discussion
and drafting of recommendations
relating to antiplatelets in those with a
pre-existing indication for oral
anticoagulation.

None.

None.

Declare and participate.

None.

None.

None.

None.

Action taken

None.

None.

None.
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Third GDG meeting
[12.06.12] & Fourth GDG
meeting [13.06.12]
Fifth GDG meeting [
10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.12]

Eleventh GDG meeting
[TBC]

GDG meeting

On appointment
First GDG meeting
[15.03.12]

Second GDG meeting
[25.04.12]

Third GDG meeting

[12.06.12] & Fourth GDG
meeting [13.06.12]

Fifth GDG meeting [
10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
[07.08.13]

Declaration of Interests

No change to declarations of interest.

No change to declarations of interest.
No change to declarations of interest.
No change to declarations of interest.
No change to declarations of interest.
No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

B.4 William Cunningham

Declaration of Interests

Nothing to declare.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.
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B.5 Jennifer Jones

GDG meeting

On appointment

First GDG meeting
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Second GDG meeting
[25.04.12]

Third GDG meeting

[12.06.12] & Fourth GDG

meeting [13.06.12]

Fifth GDG meeting [
10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
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Declaration of Interests

Declared a personal non-pecuniary
interest: Is current President of the
British Association for Cardiovascular
Prevention and Rehabilitation. The
association's mission is 'promoting
excellence in cardiovascular disease
prevention and rehabilitation', which
is aligned to the aims of this NICE
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Declared a non-personal pecuniary
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No change to declarations of interest.
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No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

No change to declarations of interest.

No change to declarations of interest.
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[12.06.12] & Fourth GDG
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Fifth GDG meeting [
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Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
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Declaration of Interests

Declared a personal pecuniary
interest: BHF adopted nurse. BHF
supported education and training for
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study leave is applied for and paid for
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Declared a personal non-pecuniary
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Hospital marketing services for CSD
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prescribe.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.
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No change to declarations of interest.

B.7 Joseph Mills (until July 2012)
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esters for which an honorarium
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National Clinical Guideline Centre, 2013.

20

Action taken

Declare and participate.

None.

None.

None.

None.

None.

None.

None.

None.

None.

None.

Action taken

None.



Declarations of interest
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British Association of Cardiovascular
Prevention and Rehabilitation.

Did not attend.

Declared a personal specific
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No changes to declarations of
interest.
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NB. Joseph Mills left the GDG after GDG meeting 5.

B.8 Jerry Murphy
GDG meeting
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First GDG meeting

Declaration of Interests

Declared a personal specific
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(October 2011).

Did not attend.
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recommendations relating to:

o Omega-3-acid-ethyl esters

Declare and withdraw from discussions
of evidence and drafting of
recommendations relating to :

o Antiplatelet therapy in those with a
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e Late initiation of antiplatelet therapy

e Duration of clopidogrel therapy

None.

Action taken

None.

None.
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GDG meeting

On appointment
First GDG meeting
[15.03.12]

Second GDG meeting
[25.04.12]

Third GDG meeting
[12.06.12] & Fourth GDG
meeting [13.06.12]

Fifth GDG meeting [
10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Declaration of Interests

No changes to declarations of
interest.

No changes to declarations of
interest.

Did not attend.
Did not attend.

No changes to declarations of
interest.

Declared a personal specific
pecuniary interest:

e Presented on the use of
rivaroxaban (10" October & 7t
November 2012), for which an
honorarium was received from
Bayer.

Did not attend.

No changes to declarations of
interest.

Did not attend.

Declaration of Interests

No declarations of interest.

No change to declarations of interest.

Did not attend.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.
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Action taken

None.

None.

None.

None.

Declared but did not withdraw from
discussions of evidence and drafting of
recommendations relating to ACE
inhibitors and ARBs as declarations
expired October 2012.

Declare and withdraw from future
discussions of evidence and drafting of
recommendations relating to:

e Antiplatelets in those with a pre-
existing indication for anticoagulation.

None.

None.

None.

Action taken
None.

None.

None.

None.

None.

None.

None.



Declarations of interest

GDG meeting

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.12]

Eleventh GDG meeting
[07.08.13]

B.10 Linda Speck

GDG meeting

On appointment

First GDG meeting
[15.03.12]

Second GDG meeting
[25.04.12]

Third GDG meeting

[12.06.12] & Fourth GDG
meeting [13.06.12]

Fifth GDG meeting [

10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
[07.08.13]

B.11 John Walsh

GDG meeting
On appointment

First GDG meeting
[15.03.12]

Declaration of Interests

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

Declaration of Interests

Declared a personal non-specific
non-pecuniary interest: Is an elected
council member for the British
Association for Cardiovascular
Prevention and Rehabilitation
(BACPR).

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

Declaration of Interests

Nothing to declare.

No change to declarations of interest.
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Action taken

None.

None.

None.

None.

Action taken

Declare and participate.

None.

None.

None.

None.

None.

None.

None.

None.

None.

None.

Action taken
None.

None.



Declarations of interest

GDG meeting
Second GDG meeting
[25.04.12]

Third GDG meeting

[12.06.12] & Fourth GDG
meeting [13.06.12]

Fifth GDG meeting [
10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
[07.08.13]

B.12 Maria Wray

GDG meeting

On appointment
First GDG meeting
[15.03.12]

Second GDG meeting
[25.04.12]

Third GDG meeting
[12.06.12] & Fourth GDG
meeting [13.06.12]

Fifth GDG meeting [
10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
[07.08.13]

Declaration of Interests

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

Declaration of Interests

Nothing to declare.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

Did not attend.

Did not attend.

Did not attend.
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Action taken

None.

None.

None.

None.

None.

None.

None.

None.

None.

Action taken
None.

None.

None.

None.

None.

None.

None.

None.

None.

None.

None.
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B.13 Paul Wright

GDG meeting

On appointment
First GDG meeting
[15.03.12]

Second GDG meeting
[25.04.12]

Third GDG meeting

[12.06.12] & Fourth GDG
meeting [13.06.12]

Fifth GDG meeting [

10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
[07.08.13]

Declaration of Interests

Nothing to declare.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

B.14 Robert Wright (from September 2012)

GDG meeting
On appointment
Fifth GDG meeting [

10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
[07.08.13]

Declaration of Interests

Nothing to declare.

No change to declarations of interest.

Did not attend.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.
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Action taken
None.

None.

None.

None.

None.

None.

None.

None.

None.

None.

None.

Action taken
None.

None.

None.

None.

None.

None.

None.

None.



Declarations of interest

B.15 Jo Farrington (co-opted expert)

GDG meeting

On appointment

First GDG meeting
[15.03.12]

Second GDG meeting
[25.04.12]

Sixth GDG meeting
[18.09.12]

Tenth GDG meeting
[14.03.13]

B.16 NCGC members

GDG meeting

First GDG meeting
[15.03.12]

Second GDG meeting
[25.04.12]

Third GDG meeting

[12.06.12] & Fourth GDG
meeting [13.06.12]

Fifth GDG meeting [

10.07.12]

Sixth GDG meeting
[18.09.12]

Seventh GDG meeting
[01.11.12]

Eighth GDG meeting
[12.12.12]

Ninth GDG meeting
[06.02.13]

Tenth GDG meeting
[14.03.13]

Eleventh GDG meeting
[07.08.13]

Declaration of Interests

Declared a personal non-pecuinary
interest: Is a member of the British
Dietetic Association and its UK Heart
Health & Thoracic Specialist interest

group.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No changes to declarations of
interest.

Declaration of Interests

Nothing to declare

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.

No change to declarations of interest.
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Action taken

Declare and participate.

None.

None.

None.

None.

Action taken

None

None

None

None

None

None

None

None

None

None.



C.1

C1.1

Cl11

Review protocols

Appendix C: Review protocols

Clinical evidence reviews

Lifestyle

Omega-3 fatty acids

Review
question

Objectives

Strata

Population

Criteria

What is the clinical and cost effectiveness of omega-3-fatty acids in all people with
myocardial infarction?

To assess the clinical and cost effectiveness of pharmaceutical or foods supplemented with
omega-3 fatty acids-for the secondary prevention of myocardial infarction.

Food supplementation (e.g. fortified margarine) vs. capsule form of omega-3-fatty acids.
Population:

Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post Ml is
considered a direct population)

Including:

e Patients following the acute early phase, providing the patient is stable.
e STEMI patients

o NSTEMI patients

e In older ACS studies, a large proportion of unstable angina patients would now be classified
in the direct population as NSTEMI (based on changes in ECG and enzyme levels).

o If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients (indirect
population).

Duration

Minimum of 6 months/26 weeks or180 days for advice trials, follow-up must have been at
least six months following advice, for trials where food supplements are provided then the
provision must have continued for at least six months.

Included:
e Randomised controlled trials. If RCTs are unavailable cohort studies will be included.

Excluded:

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

e Papers with a study design that included a lifestyle intervention, unless the effect of diet or
supplementation could be separated out from the other interventions

e Patients with heart failure
e Patient with implanted cardiac defibrillators.

Interventions

e Omega-3-acid ethyl esters (EPA+DHA+AHA) provided in capsule or margarine form (+
vitamins, concomitant medication).

o Comparisons
e Placebo (+ vitamins, concomitant medication)
e Dietary advice

Study design
e Randomised controlled trials (RCTs) and if RCTs are unavailable, cohort studies will be

National Clinical Guideline Centre, 2013.
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Review
question

Search

Review
strategy

What is the clinical and cost effectiveness of omega-3-fatty acids in all people with
myocardial infarction?

included.

Outcomes:
CRITICAL
o Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol
visual analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment
of Quality of Life))

IMPORTANT

e Reinfarction

e Revascularisation

e Stroke

RELEVANT

e Readmission/Hospitalisation
e Side effects/Adverse events

Settings:

e Primary care

e Secondary care

e Tertiary care

e Community settings in which NHS care is delivered.

Population size and directness:
e No limitations on sample size.

e Studies with indirect populations (<75% post MI) will be considered if no data is available or
only low quality data is available on direct populations (>75% post Ml).

e Papers with more than 30% HF patients will be excluded.

e The databases to be searched are Medline, Embase and the Cochrane Library.

e Type of studies included: randomised controlled trials (RCTs) and if RCTs are unavailable,
prospective cohort studies will be included.

e Studies will be restricted to English language only.
e June 2006 onwards.

o Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question.

e Phase | and Il (non-randomised) and cross-over studies are excluded.
e No trial duration maximum limit.
Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane review that were not included in the original guideline and deemed to be important,
will be ordered and considered for inclusion.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
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Review
question

What is the clinical and cost effectiveness of omega-3-fatty acids in all people with
myocardial infarction?

available for each calculation. The exceptions to this are: 1) when the quality of the HR data is
low or; 2) key papers that influence current medical practice are excluded from the analysis
because they only provide RR data. In such instances RR data will also be presented. Hazard
ratios will be calculated wherever possible.

Relative risk will be used for adverse events.

Default minimal important differences (MIDs) for hazard ratios and relative risks will be used:
0.75 and 1.25. Meta-analysis will be conducted wherever possible (i.e. where similar studies
can be combined).

Data synthesis of RCT data and subgroups:

Meta-analysis where appropriate will be conducted. The following subgroups will be
investigated regardless of whether or not there is heterogeneity. These subgroups were
raised as an area to investigate by the stakeholders and the GDG may give separate
recommendations on these groups.

Food supplementation (e.g. margarine fortified with EPA+DHA+AHA) vs. capsule form of
omega-3 fatty acids.

Heterogeneity / sub group analysis.

If there is heterogeneity sensitivity analysis will first be explored by eliminating any papers
that have a high risk of bias. Once sensitivity analysis has been performed the impact of the
following subgroups on heterogeneity will be examined:

o Population (% of patients post M|l <75% vs.>75%)

o Timing of onset of treatment after MI (< 3 months vs.> 3 months)

o Fish versus plant source of omega-3-acid ethyl esters. Fish sources include purified
eicosapentaenoic acid (EPA) or docosahexaenoic acid (DHA), plant sources included
linseed (flax), canola (rapeseed), mustard seed, candlenut or walnut oils or as a food and
purified alpha-linolenic acid (AHA).

If heterogeneity cannot be explained by the subgroups, then the results will be presented as
random effects, rather than fixed effects.

C.1.1.2 Oily fish consumption

Review
question

Objectives

Criteria

What is the clinical and cost effectiveness of an oily fish diet in all people with myocardial
infarction?

To assess the clinical and cost effectiveness of oily fish consumption, rich in omega-3 fatty
acids, for the secondary prevention of myocardial infarction.

Population:

Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post Ml =
direct population)

Including:

e Patients following the acute early phase, providing the patient is stable.

e STEMI patients

o NSTEMI patients

o In older ACS studies, a large proportion of unstable angina patients would now be classified

in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

o If insufficient high quality data, extend this to include all patients with a history of CHD

(stable angina, unstable angina, or revascularisation) and <75% post Ml patients (indirect
population).

National Clinical Guideline Centre, 2013.
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Review
question

What is the clinical and cost effectiveness of an oily fish diet in all people with myocardial
infarction?

Duration
e Minimum of 6 months/26 weeks or
e 180 days for advice trials, follow-up must have been at least six months following advice.

Included:
e Randomised controlled trials. If RCTs are unavailable, cohort studies will be included.

e Studies that compared dietary advice on aily fish rich in omega-3-acid ethyl esters with usual
diet or no advice.

Excluded:

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

e Papers with a study design that included a lifestyle intervention, unless the effect of diet
could be separated out from the other interventions.

e Papers that included a Mediterranean diet, unless the effect of the fish diet can be separated
out.

e Study populations with more than 30% heart failure patients

Study design:
e Randomised controlled trials (RCTs)
e If RCTs are unavailable, cohort studies will be included.

Intervention
e Oily fish

Control
e Usual diet
e Other dietary advice

Outcomes:
CRITICAL
e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

IMPORTANT

e Re-infarction

e Revascularisation
e Stroke

RELEVANT
e Readmission/Hospitalisation
e Side effects/Adverse events

National Clinical Guideline Centre, 2013.
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Review
question

Search
strategy

Review
strategy

What is the clinical and cost effectiveness of an oily fish diet in all people with myocardial
infarction?

Settings:

e Primary care

e Secondary care

e Tertiary care

e Community settings in which NHS care is delivered

Population size and directness:

e No limitations on sample size

o Studies with indirect populations (<75% post Ml) will be considered if no data is available or
only low quality data is available in a direct population (<75%) Ml .

o Study populations with 230% heart failure patients will be excluded

e The databases to be searched are Medline, Embase and the Cochrane Library.

e Type of studies included: randomised controlled trials (RCTs) and if RCTs are unavailable,
cohort studies will be included.

e Studies will be restricted to English language only.

e June 2006 onwards.

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question.

e Phase | and Il (non randomised) and cross-over studies are excluded.

o No trial duration maximum limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) and or Relative Risk
(RR) where appropriate. Hazard ratios are presented in preference to RR for outcomes that
are influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. Hazard ratios will be calculated wherever possible.

Relative risk will be used for adverse events. Default minimal important differences (MIDs) for
hazard ratios and relative risks will be used: 0.75 and 1.25. Meta-analysis will be conducted
wherever possible (i.e. where similar studies can be combined).

Heterogeneity

If there is heterogeneity sensitivity analysis will first be explored by eliminating any papers
that have a high risk of bias. Once sensitivity analysis has been performed the impact of the
following subgroups on heterogeneity will be examined:

o Population direct vs. indirect (<75% vs. >75% of post Ml patients)
o Onset of treatment <3 months vs. >3 months post M.

If heterogeneity cannot be explained the RR results will be presented as random effects, rather
than fixed effects
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C.2 Cardiac rehabilitation

C.2.1.1  Barriers to the uptake of and adherence to cardiac rehabilitation

Review
question
Objectives

Strata

Criteria

Search
strategy

Which factors are associated with a persons’ uptake and adherence to a cardiac
rehabilitation programme (CRP) after an MI?

To assess the barriers and factors associated with participating in a cardiac rehabilitation
programme.

Factors associated with patient’s uptake and adherence to CRP

Factors associated with healthcare professionals in promoting patient’s uptake and adherence
to CRP

Population:
e Adults (= 18 years) who have had an Ml (type 1 universal definition).
e Healthcare professionals

o If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients. (indirect
population)

e For indirect populations, we will accept a maximum of 30% heart failure patients

Areas of focus

e Ethnicity (South Asian, black and minority groups)
e Men vs. women

e Socioeconomic background

e Rural communities

People with anxiety and depression

People with physical and learning disabilities

Age <75 yrs vs. >75 yrs

English vs. non-English speaking

e Working vs. non-working

Excluded:

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

e Heart failure patients

Outcomes:
e Factors associated with patient’s uptake and adherence to CRP.

e Factors associated with healthcare professionals in promoting patient’s uptake and
adherence to CRP

Settings:
e All areas of care.

Population size and directness:

e No minimum number of patients

e Studies with indirect populations will be considered if limited data is available on our direct
population

e The databases to be searched are CINAHL, Medline, Embase, the Cochrane Library and
PsychINFO.
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Review
question

Review
strategy

Which factors are associated with a persons’ uptake and adherence to a cardiac
rehabilitation programme (CRP) after an MI?

e Type of studies included: qualitative studies (interviews, focus groups and questionnaires)
and reviews.

e Types of studies excluded: case studies

e Studies will be restricted to English language only and UK based studies

e June 2006 onwards. This date reflects a reasonable cut off from when healthcare
professionals are aware they should refer patients’ to cardiac rehabilitation programs. If
they are not referring patients we need to know why.

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

Part 1

This review will follow-on from the results extracted from the review on ‘Interventions that

increase adherence and uptake to cardiac rehabilitation programs’. This review captured

reasons why patients didn’t participate in the CRP in a quantitative manner. We will present
these results as part one of this review.

Part 2

Systematic reviews on this topic will be preferentially used to identify factors associated with
uptake and adherence to CRPs.

If insufficient data is available, individual papers will be used to identify these factors.

Thematic data analysis will be conducted to identify all relevant factors associated with uptake
and adherence to CRP.

We will tabulate the reasons why particular groups (previously identified by the GDG, CG48
and in the NICE scope as listed above) known to be poor adherers of cardiac rehabilitation
programs do not participate in the CRP.

Results will be presented in a table with the groups of interest listed across the top and the
reasons vertically. Each time a paper identifies a reason for a group, we will record this in the
table.

Data will be extracted until the point of saturation, i.e. when all factors predicting uptake or
adherence are detected and no new information is being found. From this point on, no more
papers will be reviewed.

UK only papers will be included initially. If insufficient information, papers from outside the
UK will be included.

C.2.1.2 Interventions to increase uptake of and adherence to a cardiac rehabilitation programme

Review
question

Objectives

Strata

Which interventions designed to increase engagement in and/or adherence to cardiac
rehabilitation programmes are effective and cost effective in people who have had an MI?

To assess the clinical and cost effectiveness of interventions to uptake and adhere to a cardiac
rehabilitation programme.

e Ethnicity (South Asian, black and minority groups)/

e Gender

e Socioeconomic background

e Rural communities

e People with anxiety and depression

National Clinical Guideline Centre, 2013.
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Review
question

Criteria

Search

Which interventions designed to increase engagement in and/or adherence to cardiac
rehabilitation programmes are effective and cost effective in people who have had an MI?

e People with physical and learning disabilities

e Age <75 years vs. >75 years

e English vs. non-English speaking

e Working vs. non-working

e Timing of recruitment (role of cardiologist is a key factor)
e Programmes targeting particular groups

Population:

e Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post M| =
direct population)

o If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients.

e Note: In older ACS studies, a large proportion of unstable angina patients would now be
classified in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

Intervention

e Any intervention with the aim of increasing patient uptake of, or adherence to, cardiac
rehabilitation of any of its component parts.

Comparison
e No intervention or usual care.

Study design:

e Randomised controlled trials

e Non randomised trials i.e. prospective cohort studies n=100 total (50/group)
¢ Non-blinded, single + double-blinded trials

Outcomes:

CRITICAL

e Adherence

e Uptake

IMPORTANT

e Reasons for withdrawal
e Quality of life

o Adverse effects

Settings:

e Primary care

e Secondary care

e Tertiary care

e Community settings in which NHS care is delivered

Population size and directness:
e Greater than 80 people in total

e Studies with indirect populations will be considered if low quality data or no data is
available.

o Study populations with 230% heart failure patients will be excluded.

e The databases to be searched are Medline, Embase and the Cochrane Library
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Review
question

Review
strategy

Which interventions designed to increase engagement in and/or adherence to cardiac
rehabilitation programmes are effective and cost effective in people who have had an MI?

e Type of studies included: randomised controlled trials (RCTs), large prospective non-
randomised trials.

e Retrospective studies will be excluded.

e Studies will be restricted to English language only

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

e 2006 to now

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

Health Technology Assessment

The health TA on this topic “Provision, update and cost of cardiac rehabilitation programs:
improving services to under-represented groups” will be incorporated, where possible, in the
review.

Data analysis

Meta-analysis will be conducted wherever possible (i.e. where similar studies can be
combined).

For data that cannot be meta-analysed the results will presented in a descriptive manner.

In the case in which we have missing data, available case analysis will be performed unless the
GDG has good reason to perform intention-to-treat with imputation.

Heterogeneity (sensitivity analysis and subgroups)

If heterogeneity is found it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

o Diagnosis (STEMI vs. NSTEMI)

o Non-UK studies

o Treatment i.e. PCl, CABG, medical
o Comorbidity

If heterogeneity cannot be explained the RR results will be presented as random effects, rather
than fixed effects

C.3 Drug therapy

C3.1.1

ACE inhibitors

Review
question

Objectives

Strata

What is the clinical and cost effectiveness of adding ACE inhibitors versus placebo to improve
outcome in people after an Ml and is there an optimal duration?

To assess the clinical and cost effectiveness of using ACE inhibitors in people after an Ml and
identify whether there is an optimal duration of treatment.

In people after an Ml who have:

e LVSD or with heart failure

e Without heart failure

e Unselected LV function
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e Had a proven Ml in the past (>1 year) (including those with LVSD, without heart failure and
with unselected LV function)

Criteria Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post Ml =
direct population)

Including:

¢ Patients following the acute early phase (<72 hrs), providing the patient is stable.
e Patients following the sub-acute phase (>72 hrs up to 12m)

e Patients who have had an Ml in the past (>1 yr)

e STEMI patients

e NSTEMI patients

o In older ACS studies, a large proportion of unstable angina patients would now be classified
in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

o If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients. (indirect
population)

e For indirect populations, we will accept a maximum of 30% heart failure patients

Intervention
e Captopril
e Cilazapril

Enalapril

Fosinopril

Imidapril

Lisinopril

Moexipril

Perindopril
e Quinapril
e Ramipril
e Trandolapril

Comparison
e Placebo

Study design
e Randomised controlled trials (RCTs)

Outcomes
CRITICAL
e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

IMPORTANT

e Re-infarction

e Revascularisation
e Stroke
RELEVANT

National Clinical Guideline Centre, 2013.
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Search

Review
strategy

e Readmission/Hospitalisation
e Side effects/Adverse events

Settings:

e Primary care

e Secondary care

e Tertiary care

e Community settings in which NHS care is delivered

e The databases to be searched are Medline, Embase and the Cochrane Library
e Type of studies included: randomised controlled trials (RCTs)
e Studies will be restricted to English language only

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

e Phase | and Il (non-randomised) and cross-over studies are excluded

e Non-randomised controlled studies and open-label studies are excluded
e 2006 to now

e No trial duration limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. The exceptions to this are: 1) when the quality of the HR data is
low or; 2) key papers that influence current medical practice are excluded from the analysis
because they only provide RR data. In such instances RR data will also be presented.

Relative risk will be used for adverse events.

Default minimal important differences (MIDs) of 0.75 and 1.25 will be used for hazard ratios
and relative risk.

Meta-analysis will be conducted wherever possible (i.e. where similar studies can be
combined).

The numbers reported in the paper will be used, whether they be intention to treat (ITT),
available case analysis (ACA) or per protocol analysis (PPA)

Heterogeneity (sensitivity analysis and subgroups)

If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

e Timing of initiating treatment: acute (<72hrs post Ml); sub-acute (>72 to <12m); in the
past (>12m)

e (COPD: No COPD vs. COPD

e type of treatment of Ml (PCI or CABG or medical)
e Diagnosis (STEMI vs. NSTEMI)

o Age<75yrsvs.>75yrs

National Clinical Guideline Centre, 2013.
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e Diabetes
e Ethnicity (Caucasian vs. non-Caucasian)
e Kidney function

If heterogeneity cannot be explained, the RR results will be presented as random effects rather
than fixed effects.

C.3.1.2 Initiation of ACE inhibitors

Review
question

Objectives

Criteria

Is there an optimal time for ACE inhibitors to be initiated in people who have had a MI?
To estimate whether early initiation of ACE inhibitors or later initiation of ACE inhibitors is
more clinically and cost-effective.

Population

Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post Ml =
direct population)

Including:

e Patients following the acute early phase, providing the patient is stable.

e STEMI patients

o NSTEMI patients

o In older ACS studies, a large proportion of unstable angina patients would now be classified
in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

o If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients. (indirect
population)

For indirect populations, we will accept a maximum of 30% heart failure patients

Intervention
e Captopril
e Cilazapril
e Enalapril

e Fosinopril
e Imidapril
e Lisinopril
e Moexipril
e Perindopril
e Quinapril
e Ramipril

e Trandolapril

e Direct study design: ACE inhibitor vs. same ACE inhibitor (for example, ACE inhibitor
initiated day 3 vs. 7)

e Indirect comparison: ACE inhibitor vs. placebo (comparing different papers that initiated
treatment at different time points)

Duration
e Studies with all durations of follow-up will be included in the review.

Excluded:
People who:
e Patients diagnosed as having a type 2,3, 4a, 4b, or 5 Ml as per the universal definition of

National Clinical Guideline Centre, 2013.
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Review
question

Search

Review
strategy

Is there an optimal time for ACE inhibitors to be initiated in people who have had a MI?
myocardial infarction.

e Patients with heart failure if more than 25% of total population

e Patient with implanted cardiac defibrillators

Comparison
e See above

Outcomes:
CRITICAL
e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Eurogol
visual analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol
(Assessment of Quality of Life))

IMPORTANT

e Re-infarction

e Revascularisation
e Stroke

RELEVANT
e Readmission/Hospitalisation
e Side effects/Adverse events

Settings:

e Primary care

e Secondary care

e Tertiary care

e Community settings in which NHS care is delivered

Study design:

e Include: for direct study designs: cohort studies + randomised controlled trials
e Include for: indirect studies designs: double blind randomised controlled trials
e Exclude: trials that compare different ACE inhibitor to one another

e The databases to be searched are Medline, Embase and the Cochrane Library
e Type of studies included: randomised controlled trials (RCTs) and cohort studies
e Studies will be restricted to English language only

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

Phase | and Il (non randomised) and cross-over studies are excluded

Non-randomised controlled studies and open-label studies are excluded
New search

No trial duration limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

National Clinical Guideline Centre, 2013.

39



Review protocols

Review
question

Is there an optimal time for ACE inhibitors to be initiated in people who have had a MI?

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. The exceptions to this are: 1) when the quality of the HR data
is low or; 2) key papers that influence current medical practice are excluded from the analysis
because they only provide RR data. In such instances RR data will also be presented.

Relative risk will be used for adverse events.

Default minimal important differences (MIDs) of 0.75 and 1.25 will be used for hazard ratios
and relative risk.

For decision making, MIDs for absolute changes in mortality and reinfarction is set at +10%

Meta-analysis will be conducted wherever possible (i.e. where similar studies can be
combined).

In the case in which we have missing data, available case analysis will be performed unless
the GDG has good reason to perform intention-to-treat with imputation.

Heterogeneity (sensitivity analysis and subgroups)

If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

o type of treatment of Ml (PCl or CABG or medical)
o Diagnosis (STEMI vs. NSTEMI)

o Age <75 years vs. >75 years

o Diabetes

o Ethnicity (Caucasian vs. non-Caucasian)

o Kidney function

If heterogeneity cannot be explained the RR results will be presented as random effects,
rather than fixed effects.

C.3.1.3 Titration of ACE inhibitors

Review
protocol

Objectives

Strata

Criteria

Is early dose titration of ACE inhibitors in hospital more clinically and cost effective than

dose titration over an extended period of time in people who have had a MI?
To produce a recommendation on the use of ACE inhibitors in people after a MI.
Acute Ml

e with left ventricular systolic dysfunction (LVSD)
e normal left ventricular systolic function (normal LV function)
e unselected patients

Population:

Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post Ml =

direct population)
Including:

National Clinical Guideline Centre, 2013.
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Review
protocol

Is early dose titration of ACE inhibitors in hospital more clinically and cost effective than
dose titration over an extended period of time in people who have had a MI?

e Patients following the acute early phase, providing the patient is stable.
e STEMI patients
e NSTEMI patients

e In older ACS studies, a large proportion of unstable angina patients would now be classified
in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

o If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients. (indirect
population)

e For indirect populations, we will accept a maximum of 30% heart failure patients.

Intervention /Comparison

ACE inhibitors vs. same ACE inhibitors (for example, titration to maximum dose over 3 days vs.
7 days, or other durations of titration that reflect current practice).

ACE inhibitors
e Captopril
o Cilazapril

Enalapril

Fosinopril

Imidapril
e Lisinopril

Moexipril

Perindopril
e Quinapril
e Ramipril
e Trandolapril

Duration

o Studies with all durations of follow up after titration to maximum dose has been achieved
will be included in the review.

Excluded:

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

e Studies that include more than 30% HF patients.
e Patient with implanted cardiac defibrillators

Study design:
e Double blind randomised controlled trials

Outcomes:

CRITICAL

e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

National Clinical Guideline Centre, 2013.
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Review
protocol

Search
strategy

Review
strategy

Is early dose titration of ACE inhibitors in hospital more clinically and cost effective than
dose titration over an extended period of time in people who have had a MI?

IMPORTANT

e Re-infarction

e Revascularisation

e Stroke

RELEVANT

e Readmission/Hospitalisation
e Side effects/Adverse events

Settings:

e Primary care

e Secondary care
e Tertiary care

Population size and directness:
e No limitations on sample size

e Studies with indirect populations will be considered if low quality data or no data from direct
populations are available.

e The databases to be searched are Medline, Embase and the Cochrane Library
e Type of studies included: randomised controlled trials (RCTs)
e Studies will be restricted to English language only

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

e Phase | and Il (non randomised) and cross-over studies are excluded

e Non-randomised controlled studies and open-label studies are excluded
e New search

e No trial duration limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. The exceptions to this are: 1) when the quality of the HR data is
low or; 2) key papers that influence current medical practice are excluded from the analysis
because they only provide RR data. In such instances RR data will also be presented.

Relative risk will be used for adverse events.

Default minimal important differences (MIDs) of 0.75 and 1.25 will be used for hazard ratios
and relative risk.

Meta-analysis will be conducted wherever possible (i.e. where similar studies can be
combined).

National Clinical Guideline Centre, 2013.
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Review
protocol

Is early dose titration of ACE inhibitors in hospital more clinically and cost effective than
dose titration over an extended period of time in people who have had a MI?

In the case in which we have missing data, available case analysis will be performed unless the
GDG has good reason to perform intention-to-treat with imputation.

Heterogeneity (sensitivity analysis and subgroups)

If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

type of treatment of Ml (PCl or CABG or medical)
o Diagnosis (STEMI vs NSTEMI)
o Age <75 yrs vs. >75 yrs
o Diabetes
o Ethnicity (Caucasian vs. non-Caucasian)
o Kidney function

If heterogeneity cannot be explained the RR results will be presented as random effects, rather
than fixed effects

C.3.1.4 ACE inhibitors vs. ARBs

Review
question

Objectives

Strata

Criteria

What is the clinical and cost effectiveness of adding ACE inhibitors versus ARBs or in
combination versus ACE inhibitors to improve outcomes in people after an MI?

To assess the clinical and cost effectiveness of ACE inhibitors versus ARBs, as well as in
combination, in people who have had an Ml, including those without heart failure or LVSD and
who are intolerant to ACE inhibitors and have LVSD.
In people who have had an acute Ml (0-72 hours)

o people after a Ml with left ventricular systolic dysfunction (LVSD)

o unselected LV function people after a Ml (mix of with and without LVSD)

o without LVSD or heart failure

In people who have had a sub-acute Ml (>72 hours)
o people after a Ml with left ventricular systolic dysfunction (LVSD)
o unselected LV function people after a Ml (mix of with and without LVSD)
o without LVSD or heart failure

In people who have had an Ml at some point in the past (>1year)
o people after a Ml with left ventricular systolic dysfunction (LVSD)
o unselected LV function people after a Ml (mix of with and without LVSD)
o without LVSD or heart failure

Population:

Adults (= 18 years) who have had an Ml (type 1 universal definition)

The following groups are included:

e Patients following the acute early phase, providing the patient is stable.
STEMI patients

NSTEMI patients

People after MI without LVSD or heart failure

People after Ml with left ventricular systolic dysfunction (LVSD)

People with heart failure, left ventricular systolic dysfunction and have had an Ml

National Clinical Guideline Centre, 2013.
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Review What is the clinical and cost effectiveness of adding ACE inhibitors versus ARBs or in
question combination versus ACE inhibitors to improve outcomes in people after an MI?

e If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients.

e Note: In older ACS studies, a large proportion of unstable angina patients would now be
classified in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

Intervention /Comparison

e ACE inhibitors vs. ARBs

o ACE inhibitors + ARB vs. ACE inhibitors
e ARBs vs. placebo

ACE inhibitors
e Captopril
o Cilazapril

Enalapril

Fosinopril

Imidapril

Lisinopril

Moexiprl

Perindopril
e Quinapril
e Ramipril
e Trandolapril

ARBs

e Candesartan
e Eprosartan

e Irbesartan

e Telmisartan
e Valsartan

e |osartan

e Olmesartan

Duration
e Studies with all durations of follow up will be included in the review.

Exclusion:
People who

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

e Patients with chronic heart failure (>75% of population)
e Patient with implanted cardiac defibrillators

Study design:

e Randomised controlled trials (RCTs)

o If RCTs are unavailable, prospective cohort studies will be included.
e single, double or non-blinded

National Clinical Guideline Centre, 2013.
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Review
question

Search

Review
strategy

What is the clinical and cost effectiveness of adding ACE inhibitors versus ARBs or in
combination versus ACE inhibitors to improve outcomes in people after an MI?

Outcomes:
CRITICAL
e Mortality (all cause, cardiac or sudden)

o Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

IMPORTANT

e Re-infarction

e Revascularisation
e Stroke

RELEVANT
e Readmission/Hospitalisation
e Side effects/Adverse events

Settings:

e Primary care

e Secondary care

e Tertiary care

e Community settings in which NHS care is delivered

Population size and directness:
e No limitations on sample size

e Studies with indirect populations (<75% post MI) will be considered if no data is available or
only low quality data is available on direct population (>75% post Ml).

e Papers with more than 30% HF patients will be excluded.

e The databases to be searched are Medline, Embase and the Cochrane Library

e Type of studies included: randomised controlled trials (RCTs) and if RCTs are unavailable,
prospective cohort studies will be included.

e Studies will be restricted to English language only

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

e Phase | and Il (non-randomised) and cross-over studies are excluded
e 2006 to now

e No trial duration maximum limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers

National Clinical Guideline Centre, 2013.
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Review
question

What is the clinical and cost effectiveness of adding ACE inhibitors versus ARBs or in
combination versus ACE inhibitors to improve outcomes in people after an MI?

available for each calculation. The exceptions to this are: 1) when the quality of the HR data is
low or; 2) key papers that influence current medical practice are excluded from the analysis
because they only provide RR data. In such instances RR data will also be presented. Relative
risk will be used for adverse events.

Default minimal important differences (MIDs) of 0.75 and 1.25 will be used for hazard ratios
and relative risk.

For decision making, MIDs for absolute changes in response to the intervention are decided
upon in the GDG.

Meta-analysis will be conducted wherever possible (i.e., where similar studies can be
combined)

In the case in which we have missing data, available case analysis will be performed unless the
GDG has good reason to perform intention-to-treat with imputation.

Heterogeneity (sensitivity analysis and subgroups)
If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

o Type of treatment of Ml (PCl or CABG or medical)

o Diagnosis (STEMI vs NSTEMI)

o Age <75 yrs vs. >75 yrs

If heterogeneity cannot be explained the RR results will be presented as random effects, rather
than fixed effects

C.3.1.5 Optimal duration of clopidogrel therapy

Review
question

Objectives

Population

What is the optimal duration that clopidogrel should be continued in people after an MI?

To produce a recommendation on optimal duration of clopidogrel and aspirin in STEMI and
NSTEMI patients.

Strata:

e Duration of treatment 0 to 30d, O to 1yr OR 30d to 1yr, 0 to >1 yr

e STEMI, NSTEMI

e Type of treatment (PCI, CABG, medical treatment)

Population:

e Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post Ml =
direct population)

The following groups are included:

e Patients following the acute early phase, providing the patient is stable.

e STEMI patients

e NSTEMI patients

o In older ACS studies, a large proportion of unstable angina patients would now be classified
in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

o If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients. (indirect
population)

Intervention/comparison
o Different duration of dual therapy

National Clinical Guideline Centre, 2013.
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Review
question

Search

What is the optimal duration that clopidogrel should be continued in people after an MI?

e Dual antiplatelet: Aspirin + Clopidogrel vs Aspirin alone

Duration
e Studies with all durations of follow up will be included in the review.

Excluded:

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

e Patients with heart failure
e Patient with implanted cardiac defibrillators

Study design:
e Single or double blind randomised controlled trials
e Prospective cohort studies

Date of search: 2006 onwards
Outcomes:

CRITICAL

e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

IMPORTANT
e Re-infarction
e Revascularisation

e Stroke

RELEVANT
e Readmission/Hospitalisation
e Side effects/Adverse events

Settings:

e Primary care

e Secondary care

e Tertiary care

e Community settings in which NHS care is delivered

Population size and directness:
e No limitations on sample size

e Studies with indirect populations (<75% post MI) will be considered if no data is available or
only low quality data is available on direct population (>75% post Ml).

e Papers with more than 30% HF patients will be excluded.

e The databases to be searched are Medline, Embase and the Cochrane Library
e Type of studies included: randomised controlled trials (RCTs) and large prospective cohort

National Clinical Guideline Centre, 2013.

47



Review protocols

Review
question

Review
strategy

What is the optimal duration that clopidogrel should be continued in people after an MI?
studies.

o Studies will be restricted to English language only.

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question.

e Phase | and Il (non randomised) and cross-over studies are excluded.

e Non-randomised controlled studies and open-label studies are excluded.

e 2006 to now.

e No trial duration maximum limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. The exceptions to this are: 1) when the quality of the HR data is
low or; 2) key papers that influence current medical practice are excluded from the analysis
because they only provide RR data. In such instances RR data will also be presented.

Relative risk will be used for adverse events.

Default minimal important differences (MIDs) for hazard ratios and relative risks will be used:
0.75 and 1.25. Meta-analysis will be conducted wherever possible (i.e. where similar studies
can be combined).

In the case in which we have missing data, available case analysis will be performed unless the
GDG has good reason to perform intention-to-treat with imputation.

Meta-analysis where appropriate will be conducted.

Heterogeneity (sensitivity analysis and subgroups)

If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

type of stent (DES vs BMS)

If heterogeneity can not be explained by the subgroups, then the results will be presented as
Random effects, rather than Fixed effects.

C.3.1.6 Late initiation of antiplatelet therapy

Review
question

Objectives

Population

In people with an Ml in the past who were not initiated on dual antiplatelet therapy
(clopidogrel, prasugrel or ticagrelor in combination with aspirin), should this be initiated?

To assess the clinical and cost effectiveness of dual antiplatelet therapy in patients with Ml
who were not treated acutely and to update the recommendations to incorporate new
antiplatelets (prasugrel + ticagrelor).

Adults (> 18 years) who have had an Ml (type 1 universal definition) at some point in the past.
The following groups are included:

e STEMI patients

o NSTEMI patients

National Clinical Guideline Centre, 2013.
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Review
question

Criteria

Search

In people with an Ml in the past who were not initiated on dual antiplatelet therapy
(clopidogrel, prasugrel or ticagrelor in combination with aspirin), should this be initiated?

e If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients.

e Note: In older ACS studies, a large proportion of unstable angina patients would now be
classified in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

Intervention

Dual antiplatelet therapy:

e Aspirin + clopidogrel

e Aspirin + prasugrel

e Aspirin + ticagrelor

Comparison:
e Aspirin alone

Duration:
e Studies with all durations of follow up will be included in the review.

Excluded:

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

e Study populations with >30% heart failure patients
e Patient with implanted cardiac defibrillators

Study design:
e Single or double blind randomised controlled trials
e If RCTs are not available, prospective cohort studies will be included.

Outcomes
CRITICAL
e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

IMPORTANT
e Re-infarction
e Revascularisation

e Stroke

RELEVANT
e Readmission/Hospitalisation
¢ Side effects/Adverse events

e The databases to be searched are Medline, Embase and the Cochrane Library

e Type of studies included: randomised controlled trials (RCTs) and if insufficient data available
prospective cohort studies will be included.

e Studies will be restricted to English language only

National Clinical Guideline Centre, 2013.
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Review
question

Review
strategy

In people with an Ml in the past who were not initiated on dual antiplatelet therapy
(clopidogrel, prasugrel or ticagrelor in combination with aspirin), should this be initiated?

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

e Phase | and Il (non randomised) and cross-over studies are excluded

e New search

e No trial duration maximum limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important will be
ordered and considered for inclusion.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. Hazard ratios will be calculated wherever possible. The
exceptions to this are: 1) when the quality of the HR data is low or; 2) key papers that
influence current medical practice are excluded from the analysis because they only provide
RR data. In such instances RR data will also be presented. Relative risk will be used for
adverse events.

Default minimal important differences (MIDs) for hazard ratios and relative risks will be used:
0.75 and 1.25. Meta-analysis will be conducted wherever possible (i.e. where similar studies
can be combined).

In the case in which we have missing data, available case analysis will be performed unless the
GDG has good reason to perform intention-to-treat with imputation.

Meta-analysis will be conducted where appropriate.
Heterogeneity / Subgroups
If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

o Type of MI (STEMI/NSTEMI)

o Type of treatment of MI (PCI, CABG or medical)

If heterogeneity can not be explained the RR results will be presented as random effects,
rather than fixed effects

C.3.1.7 Antiplatelet therapy in people with an additional indication for anticoagulation

This section was updated and replaced in 2020. See www.nice.org.uk/guidance/ng185 for the 2020
evidence review.

Review
question

Objective

Strata

What is the most clinically and cost effective combination of antiplatelet and anticoagulant
therapies for people who have had an Ml and an indication for anticoagulation?

To assess the most clinically and cost effective combination of antiplatelet and anticoagulant
therapies in patients with an indication for long-term anticoagulant therapy, who have also
had an MI.

The following strata will be considered in the analysis:

e Dose of warfarin (moderate dose INR 2-2.9 and high dose INR 3-4.5)

National Clinical Guideline Centre, 2013.
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Review protocols

Review
question

Criteria

What is the most clinically and cost effective combination of antiplatelet and anticoagulant
therapies for people who have had an Ml and an indication for anticoagulation?

e Dose of rivaroxaban (low dose 5mg/d and prescribed dose 10mg/d)

e Dose of dabigatran (low dose 100+150 mg/d and prescribed dose 220+300mg/d)
Population:

Direct population

Adults (= 18 years) who have had an Ml (type 1 universal definition) and comorbid condition
needing oral anticoagulation.

The following groups are included:

o Patients with mechanical valve replacements, VTE needing continuing treatment
(including left ventricular thrombus and ongoing deep venous thrombosis (DVT))

o Patients with atrial fibrillation (AF) who have had a Ml and are taking new anticoagulant
agents (these papers often report subgroup data so we can use these trials).

Indirect population

o Patients with an indication for anticoagulation and have CHD (but have not had an Ml or
unclear if they have)

o Patients without an indication for anticoagulation but have CHD (stable angina, unstable
angina or revascularisation) or Ml (>75% OR <75% but remainder are a CHD population).

e Note: In older ACS studies, a large proportion of unstable angina patients would now be
classified in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

Direct population = any comparison between any intervention on the list

Indirect population = only comparisons where one comparator is a combination of
anticoagulant and antiplatelet (single or dual) versus any other treatment in list.

Intervention = Post discharge treatment.
Dual antiplatelet therapy + warfarin

Dual antiplatelet therapy + rivaroxaban

Dual antiplatelet therapy + dabigatran

Dual antiplatelet therapy + apixaban

Aspirin + apixaban

Aspirin + warfarin

Aspirin + rivaroxaban

Aspirin + dabigatran
Clopidogrel/prasugrel/ticagrelor + warfarin
Clopidogrel/prasugrel/ticagrelor + rivaroxaban
Clopidogrel/prasugrel/ticagrelor + dabigatran
Clopidogrel/prasugrel/ticagrelor + apixaban

Comparison

Dual antiplatelet therapy alone
Warfarin alone

Rivaroxaban alone

Dabigatran alone

Abciximab alone

Aspirin alone
Clopidogrel/prasugrel/ticagrelor alone

National Clinical Guideline Centre, 2013.
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Review What is the most clinically and cost effective combination of antiplatelet and anticoagulant
question therapies for people who have had an Ml and an indication for anticoagulation?
Note

Dual antiplatelet therapy = aspirin + clopidogrel/ticagrelor/prasugrel

Duration

o Studies with all durations of follow up will be included in the review. The duration of
treatment and follow up will be considered when evaluating the benefits and risks for these
therapies: short term (<30 days), intermediate term (31 days to 1 year), and long term (>1
year).

e Duration will also be investigated if there is heterogeneity.

Excluded:
People who

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

o AF populations, except where subgroups are reported or the Ml population is >75%.
e Study populations with >30% heart failure patients

Study design:
e Single or double blind randomised controlled trials
e If not RCTs, prospective cohort studies will be included

Outcomes:

CRITICAL

e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

IMPORTANT

e Re-infarction

e Revascularisation

e Stroke

RELEVANT

e Readmission/Hospitalisation

e Side effects/Adverse events including:

o Adverse drug reactions (thrombocytopenia, allergic drug reaction)

o Bleeding (various definitions of minor and major bleeding have been used in published
studies such as TIMI, GUSTO, PLATO, BARC, which are based on a decrease in haemoglobin
levels or the number of transfusions administered)

o Stent thrombosis

Settings:

e Primary care

e Secondary care

e Tertiary care

e Community settings in which NHS care is delivered

National Clinical Guideline Centre, 2013.
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Review What is the most clinically and cost effective combination of antiplatelet and anticoagulant
question therapies for people who have had an Ml and an indication for anticoagulation?

Population size and directness:
e No limitations on sample size.

Search e The databases to be searched are Medline, Embase and the Cochrane Library
e Type of studies included: randomised controlled trials (RCTs) and if limited data available
prospective cohort studies will be included.
e Where data on the direct population are available, an indirect population will be considered
e Studies will be restricted to English language only

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

e Phase | and Il (non randomised) and cross-over studies are excluded
e No trial duration maximum limit.
e New search

Review Cochrane Reviews

strategy Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important will be
ordered and considered for inclusion.
Data analysis
The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. Hazard ratios will be calculated wherever possible. The
exceptions to this are: 1) when the quality of the HR data is low or; 2) key papers that
influence current medical practice are excluded from the analysis because they only provide
RR data. In such instances RR data will also be presented.

Relative risk will be used for adverse events.

Default minimal important differences (MIDs) for hazard ratios and relative risks will be used:
0.75 and 1.25. Meta-analysis will be conducted wherever possible (i.e. where similar studies
can be combined).

In the case in which we have missing data, available case analysis will be performed unless the
GDG has good reason to perform intention-to-treat with imputation.

Meta-analysis will be conducted where appropriate.

Heterogeneity / Subgroups

If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

o Duration of treatment (short term <30d, intermediate 30d-1yr, long term >1yr)

o Indication for anticoagulant (mechanical heart values vs. VTE (including left ventricular
thrombus and DVT, which should not be specified separately) (this group has a stronger
need for anticoagulation)

o type of treatment of Ml (PCl or CABG or medical)
o types of stents (bare metal stent vs. drug eluting stent)
o for bleeding risk outcome look at age (<65 vs >65 years of age)

If heterogeneity cannot be explained the RR results will be presented as random effects, rather
than fixed effects

National Clinical Guideline Centre, 2013.
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C3.1.8

Review protocols

Beta-blockers

This section was partially updated in 2020. See www.nice.org.uk/guidance/ng185 for the 2020
evidence reviews.

Review
question

Objectives

Strata

Criteria

What is the clinical and cost effectiveness of adding a beta-blocker versus placebo to
improve outcome in people after a Ml i) with and ii) without left ventricular dysfunction and
is there an optimal duration?

To assess the clinical and cost effectiveness of a beta-blocker in people who have had an Ml
who have preserved left ventricular function or left ventricular dysfunction and if so, identify
the optimal duration of treatment.

¢ In people who have had an acute Ml (0-72 hours)

e In people who have had a sub-acute Ml (>72 hours-1year)

o In people who have had an Ml in the past (>1year)

Population:

Direct population:

Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post Ml =
direct population)

Including:

e Patients following the acute early phase, providing the patient is stable.

e STEMI patients

e NSTEMI patients

o In older ACS studies, a large proportion of unstable angina patients would now be classified
in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

e Indirect population:

o If insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients. (indirect
population)

e For indirect populations, we will accept a maximum of 30% heart failure patients

Intervention /Comparison

PART 1 - duration

o Direct study design: beta-blocker vs. same beta-blocker (i.e. 6 months vs. 12 months)
Indirect study design: beta-blocker vs. placebo (different follow-up time periods)

PART 2 - beta-blocker vs. placebo
e Direct study design: beta-blocker vs. placebo

Included:

Beta —blocker - include papers that use intravenous or oral beta-blocker in hospital but oral
only after discharge

e Acebutolol
e Atenolol

e Bisoprolol
e Carvedilol
e Celiprolol

e Esmolol

National Clinical Guideline Centre, 2013.
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Review
question

What is the clinical and cost effectiveness of adding a beta-blocker versus placebo to
improve outcome in people after a Ml i) with and ii) without left ventricular dysfunction and
is there an optimal duration?

e Labetalol

Metoprolol
Nadolol
Nebivolol

Oxprenolol

Propranolol
Pindolol

e Sotalol
e Timolol

Duration:
Studies with all durations of follow up will be included in the review.

Excluded:
People who

Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

Patients with heart failure that contribute to more than 25% of total population
Patient with implanted cardiac defibrillators

Study design:

Include: for direct study designs: cohort studies + randomised control trials

Include for: indirect studies designs: randomised controlled trials (not necessarily double-blind)
Exclude: trials that compare different BB to one another, BB not prescribed in the UK.

Outcomes:

CRITICAL

e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

IMPORTANT

e Re-infarction

e Revascularisation

e Stroke

RELEVANT

e Readmission/Hospitalisation

o Side effects/Adverse events Relevant: any adverse event, bradycardia
(HR<60BPM)/brachycardia, tiredness, impotence, dizziness, vivid dreams

Settings:
e Primary care
e Secondary care

National Clinical Guideline Centre, 2013.
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Review
question

Search

Review
strategy

What is the clinical and cost effectiveness of adding a beta-blocker versus placebo to
improve outcome in people after a Ml i) with and ii) without left ventricular dysfunction and
is there an optimal duration?

Population size and directness:

e Only include papers that are sufficiently powered

o Studies with indirect populations will be considered if low quality data or no data from direct
populations are available.

e The databases to be searched are Medline, Embase and the Cochrane Library

e Type of studies included: randomised controlled trials (RCTs) and cohort studies

o Studies will be restricted to English language only

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

e Phase | and Il (non randomised) and cross-over studies are excluded

e Non-randomised controlled studies and open-label studies are excluded

e 2006 to now

e No trial duration limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

Systematic reviews

Systematic reviews where the data has been critically assessed will be used and updated if
possible. This is considered for this review because of the large volume of papers published on
beta-blockers. Data will be partially extracted from papers included in the previously
published meta-analysis and full extractions from new papers published since. The quality of
the papers will be extracted from the SR and using GRADE for the recent papers.

Papers that have used unlicensed drugs from the UK will be removed from the meta-analysis in
case they bias the outcome for the class effect.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. The exceptions to this are: 1) when the quality of the HR data is
low or; 2) key papers that influence current medical practice are excluded from the analysis
because they only provide RR data. In such instances RR data will also be presented.

Relative risk will be used for adverse events.

Default minimal important differences (MIDs) of 0.75 and 1.25 will be used for hazard ratios
and relative risk to ascertain precision.

For decision making, MIDs for absolute changes in mortality and reinfarction is set at +10%

Meta-analysis will be conducted wherever possible (i.e. where similar studies can be
combined).

In the case in which we have missing data, available case analysis will be performed unless the
GDG has good reason to perform intention-to-treat with imputation.

National Clinical Guideline Centre, 2013.
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What is the clinical and cost effectiveness of adding a beta-blocker versus placebo to
improve outcome in people after a Ml i) with and ii) without left ventricular dysfunction and
Review is there an optimal duration?

question

Heterogeneity (sensitivity analysis and subgroups)

If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

o LVSD status: LVSD vs. unselected LV function vs. without LVSD
o COPD: No COPD vs. COPD

o type of treatment of Ml (PCl or CABG or medical)

o STEMI vs. NSTEMI

o Age <75 years vs. >75 years

o Fat soluble vs. non-fat soluble beta-blockers

o Ethnicity (Caucasian vs. non-Caucasian)

If heterogeneity cannot be explained the RR results will be presented as random effects, rather
than fixed effects

C.3.1.9 Beta-blocker initiation
Review Is there an optimal time for BB to be initiated in people who have had a MI?
protocol

Objectives  To assess whether there is an optimal time for beta-blockers to be started after an MI.

Strata e with left ventricular systolic dysfunction (LVSD) + different time points
e normal left ventricular systolic dysfunction (low risk patient) + different time points

¢ unselected people (with or without LVSD) + different time points
Chronic obstructive pulmonary disorder (COPD vs no COPD) ) + different time points

Criteria Population:

Adult individuals or groups who have had an Ml (type 1 universal definition) (>75% post Ml =
direct population)

Including:

e Patients following the acute early phase, providing the patient is stable.
e STEMI patients

e NSTEMI patients

e In older ACS studies, a large proportion of unstable angina patients would now be classified
in the direct population as NSTEMI (based on changes in ECG and enzyme levels)

o [f insufficient high quality data, extend this to include all patients with a history of CHD
(stable angina, unstable angina, or revascularisation) and <75% post Ml patients. (indirect
population).

e For indirect populations, we will accept a maximum of 25% heart failure patients

Intervention /Comparison

e Direct study design: BB vs. same BB (ideal study design would be giving BB on day 2 versus
day 5)

e If insufficient data include the following comparison

e Indirect study design: BB vs. placebo (comparing papers that initiated treatment on different

National Clinical Guideline Centre, 2013.
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Review
protocol

Is there an optimal time for BB to be initiated in people who have had a MI?

days)

Included:

Beta-blocker (include papers that use intravenous or oral BB in hospital but oral only after
discharge)

e Propranolol
e Acebutolol
e Atenolol

e Bisoprolol
e Carvedilol

Celiprolol
Esmolol
Labetalol
Metoprolol
Nadolol
Nebivolol

Oxprenolol
Pindolol
e Sotalol

e Timolol

Duration
e Studies with all durations of follow up will be included in the review.

Excluded:
People who

e Patients diagnosed as having a type 2, 3, 4a, 4b or 5 Ml as per the universal definition of
myocardial infarction.

e Patients with heart failure
e Patient with implanted cardiac defibrillators

Study design:

e Include: for direct study designs: cohort studies + randomised control trials

e Include for: indirect studies designs: double blind randomised controlled trials
e Exclude: trials that compare different BB to one another

Outcomes:
CRITICAL
e Mortality (all cause, cardiac or sudden)

e Quality of life (report all, inc EQ-5D (EuroQol), SF-36 (Short Form 36), SF6D (Short Form 6-
Dimensions), SF-12 (Short Form 12-Dimensions), RAND-36 (Research and Development
Medical Outcomes Study Short Form-36), HUI (Health Utilities Index), EQ-VAS (Euroqol visual
analogue scale), 15D - 15 dimensions, QWB (Quality of Well Being), AQol (Assessment of
Quality of Life))

IMPORTANT

e Re-infarction

e Revascularisation

National Clinical Guideline Centre, 2013.
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Review
protocol

Search
strategy

Review
strategy

Is there an optimal time for BB to be initiated in people who have had a MI?

e Stroke
RELEVANT
e Readmission/Hospitalisation

e Side effects/Adverse events Relevant: adverse effects including: any adverse event,
bradycardia/brachycardia, tiredness, impotence, dizziness, vivid dreams

Settings:

e Primary care

e Secondary care
e Tertiary care

Population size and directness:
e No limitations on sample size

e Studies with indirect populations will be considered if low quality data or no data from direct
populations are available.

e The databases to be searched are Medline, Embase and the Cochrane Library

e Type of studies included: randomised controlled trials (RCTs) and post-hoc analysis of RCTs
and cohort studies.

e Studies will be restricted to English language only

e Abstracts will be excluded unless there are no other studies available for a particular
outcome or clinical question

e Phase | and Il (non randomised) and cross-over studies are excluded

e Non-randomised controlled studies and open-label studies are excluded
e 2006 to now

e No trial duration limit.

Cochrane Reviews

Cochrane reviews will be quality assessed and presented. Any papers included in the
Cochrane, that were not reviewed in the original guideline and deemed to be important, will
be ordered and considered for inclusion.

Data analysis

The outcomes will be presented and analysed using Hazard Ratios (HR) or Relative Risk (RR)
where appropriate. Hazard ratios are presented in preference to RR for outcomes that are
influenced by trial duration i.e. mortality, reinfarction, regardless of the number of papers
available for each calculation. The exceptions to this are: 1) when the quality of the HR data is
low or; 2) key papers that influence current medical practice are excluded from the analysis
because they only provide RR data. In such instances RR data will also be presented.

Relative risk will be used for adverse events.

Default minimal important differences (MIDs) of 0.75 and 1.25 will be used for hazard ratios
and relative risk.

For decision making, MIDs for absolute changes in mortality and reinfarction is set at £10%

Meta-analysis will be conducted wherever possible (i.e. where similar studies can be
combined).

National Clinical Guideline Centre, 2013.
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Review
protocol

Is there an optimal time for BB to be initiated in people who have had a MI?

In the case in which we have missing data, available case analysis will be performed unless the
GDG has good reason to perform intention-to-treat with imputation.

Heterogeneity (sensitivity analysis and subgroups)

If heterogeneity is found, it will first be explored by performing sensitivity analysis and
eliminating papers that have a high risk of bias. If heterogeneity is still present, the influence
of the following subgroups will then be examined:

type of treatment of Ml (PCl or CABG or medical)
o STEMI vs NSTEMI
o Age <75 years vs. >75 years
o Fat soluble vs. non-fat soluble beta-blockers
o Ethnicity (Caucasian vs. non-Caucasian)

If heterogeneity cannot be explained the RR results will be presented as random effects, rather
than fixed effects

C.4 Economic evidence reviews

Review
question

Objectives

Criteria

Search
strategy

Review
strategy

All questions — health economic evidence
To identify economic studies relevant to the review questions set out above.

Populations, interventions and comparators as specified in the individual review protocols
above. Must be a relevant economic study design (cost-utility analysis, cost-benefit analysis,
cost-effectiveness analysis, cost-consequence analysis, comparative cost analysis).

An economic study search was undertaken using population specific terms and an economic
study filter — see Appendix E.

Each study is assessed using the NICE economic evaluation checklist — NICE (2009) Guidelines
Manual.

Inclusion/exclusion criteria

If a study is rated as both ‘Directly applicable’ and ‘Minor limitations’ (using the NICE economic
evaluation checklist) then it should be included in the guideline. An evidence table should be
completed and it should be included in the economic profile.

If a study is rated as either ‘Not applicable’ or ‘Very serious limitations’ then it should be
excluded from the guideline. It should not be included in the economic profile and there is no
need to include an evidence table.

If a study is rated as ‘Partially applicable’ and/or ‘Potentially serious limitations’ then there is
discretion over whether it should be included. The health economist should make a decision
based on the relative applicability and quality of the available evidence for that question, in
discussion with the GDG if required. The ultimate aim being to include studies that are helpful
for decision making in the context of the guideline and current NHS setting. Where exclusions
occur on this basis, this should be noted in the relevant section of the guideline with
references.

Also exclude:

e unpublished reports unless submitted as part of a call for evidence

abstract-only studies
letters

editorials

e reviews of economic evaluations

o foreign language articles

National Clinical Guideline Centre, 2013.
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Review
question

All questions — health economic evidence

Where there is discretion

The health economist should be guided by the following hierarchies.
Setting:

e UK NHS

e OECD countries with predominantly public health insurance systems (e.g. France, Germany,
Sweden)

e OECD countries with predominantly private health insurance systems (e.g. USA, Switzerland)
e Non-OECD settings (always ‘Not applicable’)

Economic study type:

e Cost-utility analysis

e Other type of full economic evaluation (cost-benefit analysis, cost-effectiveness analysis,
cost-consequence analysis)

e Comparative cost analysis
e Non-comparative cost analyses including cost of iliness studies (always ‘Not applicable’)

Year of analysis:
The more recent the study, the more applicable it is.

Quality and relevance of effectiveness data used in the economic analysis:

The more closely the effectiveness data used in the economic analysis matches with the
studies included for the clinical review the more useful the analysis will be to decision making
for the guideline.

National Clinical Guideline Centre, 2013.
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Appendix D: Clinical article selection

D.1 Lifestyle

D.1.1 Omega-3 fatty acids

Figure 1: Flow diagram of clinical article selection for omega-3 fatty acids review
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D.1.2 Oily fish consumption

Figure 2: Flow diagram of clinical article selection for oily fish consumption review.
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D.2 Cardiac rehabilitation

D.2.1 Barriers to the uptake of and adherence to cardiac rehabilitation

Figure 3: Flow diagram of clinical article selection for Which factors are associated with patients’
uptake and adherence to cardiac rehabilitation programme (CRP) after an MI? review
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D.2.2 Interventions to increase the uptake of and adherence to cardiac rehabilitation

Figure 4: Flow diagram of clinical article selection for interventions aimed at improving uptake
and adherence to cardiac rehabilitation program review
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D.3 Drug therapy

D.3.1 ACE inhibitors and ARBs

Figure 5: Flow diagram of article selection for ‘What is the clinical and cost effectiveness of
adding ACE inhibitors versus placebo to improve outcome in people after an Ml and is
there an optimal duration?’
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Figure 6: Flow diagram of clinical article selection for ‘Is there an optimal time for ACE inhibitors
to be initiated in people who have had a MI?’
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Clinical article selection

Figure 7: Flow diagram of clinical article selection for ’Is early dose titration of ACE inhibitors in
hospital more clinically and cost effective than dose titration over an extended period
of time in people who have had a MI?’ review
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National Clinical Guideline Centre, 2013.
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Clinical article selection

Figure 8: Flow diagram of clinical article selection for ‘What is the clinical and cost effectiveness
of adding ACE inhibitors versus ARBs or in combination versus ACE inhibitors to
improve outcomes in people after an MI?’ review

Records identified through database Additional records identified through
searching,n= 824 other sources, including previous
guidelinen =4

Y

Records screened, n = 828

( Records excluded, n = 813

i

A 4

Full-text articles assessed for eligibility,
n=15

b

Studies includedinreview, n =11 Studies excluded from review, n= 4

National Clinical Guideline Centre, 2013.
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D.3.2 Antiplatelet therapy

Figure 9: Flow diagram of clinical article selection for 'What is the optimal duration clopidogrel
should be continued in people after MI?’ review

Records identified through database Additional records identified through
searching, n = 1520 other sources, including previous
guidelinen =11

Records screened, n = 1531

Records excluded, n = 1472

v

A 4

Full-text articles assessed for eligibility,
n=63

\ 4 v

Studies included in review, n =12 Studies excluded from review, n = 51

National Clinical Guideline Centre, 2013.
70
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Figure 10: Flow diagram of clinical article selection for ’In people who had an Ml in the past who
were not initiated on dual antiplatelet therapy (clopidogrel, prasugrel or ticagrelor in
combination with aspirin), should this be initiated?’

Records identified through database Additional records identified through
searching, n = 806 other sources, including previous
guideline n =20

\ 4

Records screened, n = 826

Records excluded, n = 759

v

\ 4

Full-text articles assessed for eligibility,
n=68

4

Studies included in review, n = 24 Studies excluded from review, n = 44

National Clinical Guideline Centre, 2013.
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Clinical article selection

Figure 11: Flow diagram of clinical article selection for ‘What is the most clinically and cost
effective combination of antiplatelet and anticoagulant therapies for people who have
had an Ml and an indication for anticoagulation? ‘

This section was updated and replaced in 2020. See www.nice.org.uk/guidance/ng185 for the 2020
evidence review.

Records identified through database Additional records identified through
searching,n= 806 other sources, including previous
guidelinen =20
\ 4

Records screened, n = 826

‘( Records excluded, n = 759 ]

|

A 4

Full-text articles assessed for eligibility,
n=68

Studies includedinreview, n =23 Studies excluded from review, n = 45

National Clinical Guideline Centre, 2013.
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Clinical article selection

D.3.3 Beta-blockers

Figure 12: Flow diagram of clinical article selection for ‘What is the clinical and cost effectiveness
of adding a beta blocker versus placebo to improve outcome in people after a Ml i) with
and ii) without left ventricular dysfunction and is there an optimal duration?’

This section was partially updated in 2020. See www.nice.org.uk/guidance/ng185 for the 2020
evidence review.

Records identified through database Additional records identified through
searching,n=971 other sources, including previous
guidelinen =62
\ 4

Records screened, n = 1033

‘( Records excluded, n = 942 ]

|

\ 4

Full-text articles assessed for eligibility,
n=91

Studies includedinreview, n =65 Studies excluded from review, n = 26

National Clinical Guideline Centre, 2013.
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Clinical article selection

Figure 13: Flow diagram of clinical article selection for ’Is there an optimal time for BB to be
initiated in people who have had a MI?’.

Records identified through database Additional records identified through
searching, n =885 other sources, including previous
guidelinen =0

Y

Records screened, n = 885

Records excluded, n = 857

\ 4

A 4

Full-text articles assessed for eligibility,
n=27

y ]

Studies includedinreview, n =2 Studies excluded from review, n = 25
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74



Economic article selection

Appendix E: Economic article selection

Figure 14: Flow diagram of economic article selection for all review questions

Titles and abstracts identified
through database searching,

Additional titles and n=1591
abstracts identified through
other sources, n= 80 ) >
\ 4
Full copies retrieved Excluded®,
and assessed for n=1617
eligibility, n = 54
\ 4
Potentially Excluded*,
includable n=12

publications, n =42

\ 4 \ 4

Publications Excluded, n = 34
included in the

guideline, n =8 (see exclusion list)
’

* Non-relevant population, intervention,
comparison, design or setting; non-
English language

National Clinical Guideline Centre, 2013.
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Appendix F: Literature search strategies

Contents

Introduction Search methodology

Section F.1 Standard population search strategy
This population was used for all search questions unless stated

Section F.2 Study filter terms

F.2.1 Systematic reviews (SRs)

F.2.2 Randomized controlled trials (RCTs)

F.2.3 Observational studies

F.2.4 Qualitative studies

F.2.5 Health economic studies

F.2.6 Quality of life studies

Section F.3 Searches for specific questions with intervention (and population where
different from A.1)

F.3.1 Omega 3

F.3.2 Fish diet

F.3.3 Cardiac rehabilitation: interventions

F.3.4 Cardiac rehabilitation: barriers

F.3.5 ACEi

F.3.6 ACEi initiation

F.3.7 ACEi titration

F.3.8 Clopidogrel

F.3.9 Antiplatelets

F.3.10 Anticoagulants

F.3.11 Beta blockers

Section F.4 Economics searches

F.4.1 Economics search

F.4.2 Quality of life search

Search strategies used for the myocardial infarction: secondary prevention guideline are outlined
below and were run in accordance with the methodology in the NICE Guidelines Manual 2009.42° All
searches were run up to 25 March 2013 unless otherwise stated. Any studies added to the databases
after this date were not included unless specifically stated in the text. Where possible searches were
limited to retrieve material published in English.

Searches for the clinical reviews were run in Medline (OVID), Embase (OVID) and the Cochrane
Library (Wiley). Additional searches were run in CINAHL (EBSCOHost), AMED (Ovid) and Psychinfo
(Ovid) for some questions. Usually, searches were constructed in the following way:

J A PICO format was used for intervention searches where population (P) terms were
combined with intervention (1) and sometimes comparison (C) terms. An intervention can be a drug,
a procedure or a diagnostic test. Outcomes (O) are rarely used in search strategies for interventions.
Search filters were also added to the search where appropriate.

National Clinical Guideline Centre, 2013.
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o A PEO format was used for prognosis searches where population (P) terms were combined
with exposure (E) terms and sometimes outcomes (O). Search filters were added to the search where

appropriate.

Searches for the health economic reviews were run in Medline (Ovid), Embase (Ovid), the NHS
Economic Evaluations Database (NHS EED), the Health Technology Assessment (HTA) database and
the Health Economic Evaluation Database (HEED). HTA and NHS EED searches were carried out via
the Centre for Reviews and Dissemination (CRD) interface. Searches in NHS EED and HEED were
constructed only using population terms. For Medline and Embase an economic filter (instead of a

study type filter) was added to the same clinical search strategy.

Population search strategies

Medline search terms

1 acute coronary syndrome/

2 exp myocardial infarction/

3 coronary thrombosis/

4 heart arrest/

5 (acute coronary adj2 syndrome*).ti,ab.
6 ((myocardial or heart) adj infarct*).ti,ab.
7 (heart adj (attack* or event*)).ti,ab.

8 ((heart or cardiac) adj arrest*).ti,ab.

9 (coronary adj2 thrombosis).ti,ab.

10 (stemi or st-segment or st segment or st-elevation or st elevation).ti,ab.
11 "non-st-segment elevation".ti,ab.

12 (non-stemi or nstemi or nonstemi).ti,ab.
13 "q wave myocardial infarction".ti,ab.

14 nste-acs.ti,ab.

15 (subendocardial adj3 infarct*).ti,ab.

16 or/1-15

17 letter/

18 editorial/

19 news/

20 exp historical article/

21 anecdotes as topic/

22 comment/

23 case report/

24 (letter or comment*).ti.

25 or/17-24

26 randomized controlled trial/ or random*.ti,ab.
27 25 not 26

28 animals/ not humans/

29 animals, laboratory/

30 exp animal experiment/

31 exp animal model/

32 exp rodentia/

33 (rat or rats or mouse or mice).ti.

National Clinical Guideline Centre, 2013.
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34

or/27-33

35

16 not 34

Embase search terms

1 acute coronary syndrome/

2 exp heart infarction/

3 heart arrest/

4 exp coronary artery thrombosis/

5 st segment elevation/

6 st segment elevation myocardial infarction/
7 non st segment elevation acute coronary syndrome/
8 g wave/

9 (acute coronary adj2 syndrome*).ti,ab.

10 ((myocardial or heart) adj infarct*).ti,ab.

11 (heart adj (attack* or event*)).ti,ab.

12 ((heart or cardiac) adj arrest*).ti,ab.

13 (coronary adj2 thrombosis).ti,ab.

14 (stemi or st-segment or st segment or st-elevation or st elevation).ti,ab.
15 "non-st-segment elevation".ti,ab.

16 (non-stemi or nstemi or nonstemi).ti,ab.

17 "q wave myocardial infarction".ti,ab.

18 nste-acs.ti,ab.

19 (subendocardial adj3 infarct*).ti,ab.

20 or/1-19

21 letter.pt. or letter/

22 note.pt.

23 editorial.pt.

24 case report/ or case study/

25 (letter or comment*).ti.

26 or/21-25

27 randomized controlled trial/ or random*.ti,ab.
28 26 not 27

29 animal/ not human/

30 nonhuman/

31 exp animal experiment/

32 exp experimental animal/

33 animal model/

34 exp rodent/

35 (rat or rats or mouse or mice).ti.

36 or/28-35

37 20 not 36

Cochrane search terms

#1 MeSH descriptor Acute Coronary Syndrome, this term only
#2 MeSH descriptor Myocardial Infarction explode all trees
#3 MeSH descriptor Coronary Thrombosis, this term only

National Clinical Guideline Centre, 2013.
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#4 MeSH descriptor Heart Arrest, this term only

#5 (coronary NEAR/2 thrombos*):ti,ab

#6 ((myocardial or heart) NEXT infarct*):ti,ab

#7 (heart NEXT (attack* or event*)):ti,ab

#8 ((heart or cardiac) NEXT arrest*):ti,ab

#9 (stemi or st-segment or (st segment) or st-elevation or (st elevation)):ti,ab
#10 "non-st-segment elevation":ti,ab

#11 (non-stemi or nstemi or nonstemi):ti,ab

#12 (Q NEXT wave NEXT myocardial NEXT infarction):ti,ab

#13 nste-acs:ti,ab

#14 (subendocardial NEAR/3 infarct*):ti,ab

#15 (acute NEXT coronary NEAR/2 syndrome*):ti,ab

#16 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14

OR #15)

AMED search terms

cardiovascular disease/ or coronary disease/ or myocardial infarction/

heart disease/ or heart arrest/

acute coronary adj2 syndrome*).ti,ab.

(myocardial or heart) adj infarct*).ti,ab.

heart adj attack*).ti,ab.

(heart or cardiac) adj (arrest* or event*)).ti,ab.

coronary adj2 thrombosis).ti,ab.

(
(
(
(
(
(

stemi or st-segment or st segment or st-elevation or st elevation).ti,ab.

O (W (IN|OO)U[h,  WIN (-

non-st-segment elevation.ti,ab.

[any
o

(non-stemi or nstemi or nonstemi).ti,ab.

[y
=

g wave myocardial infarction.ti,ab.

[Eny
N

nste-acs.ti,ab.

[ERN
w

(subendocardial adj3 infarct*).ti,ab.

14

or/1-13

CINAHL search terms

S1 (MH "Acute Coronary Syndrome") OR (MH "Angina Pectoris+") OR (MH "Myocardial
Infarction+") OR (MH "Coronary Thrombosis") OR (MH "Heart Arrest")

S2 acute coronary n2 syndrome* OR heart nl attack* OR coronary n2 thrombosis

S3 ((myocardial or heart) n1 infarct*)

S4 ((heart or cardiac) n1 (arrest* or event*))

S5 (stemi or st-segment or st segment or st-elevation or st elevation)

S6 non-st-segment elevation or non-stemi or nstemi or nonstemi

S7 g wave myocardial infarction or nste-acs or subendocardial n3 infarct*

S8 S1 or S2 or S3 or S4 or S5 or S6 or S7

S9 PT anecdote or PT audiovisual or PT bibliography or PT biography or PT book or PT book
review or PT brief item or PT cartoon or PT commentary or PT computer program or PT
editorial or PT games or PT glossary or PT historical material or PT interview or PT letter or PT
listservs or PT masters thesis or PT obituary or PT pamphlet or PT pamphlet chapter or PT
pictorial or PT poetry or PT proceedings or PT “questions and answers” or PT response or PT
software or PT teaching materials or PT website

S10 S8 NOT S9

National Clinical Guideline Centre, 2013.
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Literature search strategies

Psychinfo search terms

exp heart disorders/

acute coronary adj2 syndrome*).ti,ab.

(myocardial or heart) adj infarct*).ti,ab.

heart adj attack*).ti,ab.

(heart or cardiac) adj (arrest* or event*)).ti,ab.

coronary adj2 thrombosis).ti,ab.

(
(
(
(
(
(

stemi or st-segment or st segment or st-elevation or st elevation).ti,ab.

"non-st-segment elevation".ti,ab.

O |0 |IN([Oo|jUu | W |N |-

(non-stemi or nstemi or nonstemi).ti,ab.

[any
o

"g wave myocardial infarction".ti,ab.

[Exy
[EEY

nste-acs.ti,ab.

[any
N

(subendocardial adj3 infarct*).ti,ab.

[N
w

or/1-12

Study filter search terms

Systematic reviews (SRs) search terms

Medline search terms

1 meta-analysis/

2 meta-analysis as topic/

3 (meta analy* or metanaly* or metaanaly*).ti,ab.

4 ((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.

5 (reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

6 (search strategy or search criteria or systematic search or study selection or data
extraction).ab.

7 (search* adj4 literature).ab.

8 (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or
cinahl or science citation index or bids or cancerlit).ab.

9 cochrane.jw.

10 ((indirect or mixed) adj2 comparison*).ti,ab.

11 or/1-10

Embase search terms

systematic review/

meta-analysis/

(meta analy* or metanaly* or metaanaly*).ti,ab.

((systematic or evidence) adj2 (review* or overview*)).ti,ab.

(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

v (hs | W|N (-

(search strategy or search criteria or systematic search or study selection or data
extraction).ab.

~

(search* adj4 literature).ab.

(medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or
cinahl or science citation index or bids or cancerlit).ab.

((pool* or combined) adj2 (data or trials or studies or results)).ab.

10

cochrane.jw.

National Clinical Guideline Centre, 2013.
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F.2.3

Literature search strategies

11

((indirect or mixed) adj2 comparison*).ti,ab.

12

or/1-11

Randomised controlled studies (RCTs) search terms

Medline search terms

randomized controlled trial.pt.

controlled clinical trial.pt.

randomitted.ab.

placebo.ab.

randomly.ab.

clinical trials as topic.sh.

trial.ti.

0 IN(OO U |~ W N |-

or/1-7

Embase search terms

random*.ti,ab.

factorial*.ti,ab.

(crossover* or cross over*).ti,ab.

((doubl* or singl*) adj blind*).ti,ab.

(assign* or allocat* or volunteer* or placebo*).ti,ab.

crossover procedure/

single blind procedure/

randomized controlled trial/

O |0 |IN[OOjU | [W N |-

double blind procedure/

[any
o

or/1-9

Observational studies search terms

Medline search terms

1 epidemiologic studies/

2 exp case control studies/

3 exp cohort studies/

4 cross-sectional studies/

5 case control.ti,ab.

6 (cohort adj (study or studies or analys*)).ti,ab.

7 ((follow up or observational or uncontrolled or non randomi#ted or nonrandomitted or
epidemiologic*) adj (study or studies)).ti,ab.

8 ((longitudinal or retrospective or prospective or cross sectional) and (study or studies or
review or analys* or cohort*)).ti,ab.

9 or/1-8

Embase search terms

1 clinical study/

2 exp case control study/
3 family study/

4 longitudinal study/

5 retrospective study/

National Clinical Guideline Centre, 2013.
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F.2.5

Literature se

arch strategies

6 prospective study/

7 cross-sectional study/

8 cohort analysis/

9 follow-up/

10 cohort*.ti,ab.

11 9and 10

12 case control.ti,ab.

13 (cohort adj (study or studies or analys*)).ti,ab.

14 ((follow up or observational or uncontrolled or non randomi#ed or nonrandomitted or
epidemiologic*) adj (study or studies)).ti,ab.

15 ((longitudinal or retrospective or prospective or cross sectional) and (study or studies or
review or analys* or cohort*)).ti,ab.

16 or/1-8,11-15

Qualitative search terms

Medline search terms

qualitative research/

exp interviews as topic/

exp questionnaires/

health care surveys/

(qualitative or interview* or focus group* or theme* or questionnaire* or survey*).ti,ab.

ks W IN (-

or/1-5

Embase search terms

qualitative research/

exp interview/

exp questionnaire/

health care survey/

(qualitative or interview* or focus group* or theme* or questionnaire* or survey*).ti,ab.

(s W|N |-

or/1-5

CINAHL search terms

S1 qualitative or interview* or focus group* or theme* or questionnaire* or survey*

S2 (MH "Questionnaires+") OR (MH "Qualitative Validity+") OR (MH "Qualitative Studies+")
S3 (MH "Interviews+") OR (MH "Focus Groups") OR (MH "Surveys")

S4 S1lorS2orS3

Psychinfo search terms

1 qualitative research/

2 exp interviews/ or interviewing/ or questioning/

3 exp questionnaires/ or exp surveys/

4 (qualitative or interview* or focus group* or theme* or questionnaire* or survey*).ti,ab.
5 or/1-4

Health economic search terms

Medline search terms

National Cli
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1 economics/

2 value of life/

3 exp "costs and cost analysis"/

4 exp economics, hospital/

5 exp economics, medical/

6 economics, nursing/

7 economics, pharmaceutical/

8 exp "fees and charges"/

9 exp budgets/

10 budget*.ti,ab.

11 cost*.ti.

12 (economic* or pharmaco?economic*).ti.
13 (price* or pricing*).ti,ab.

14 (cost* adj2 (effective* or utilit* or benefit* or minimi* or unit* or estimat* or variable*)).ab.
15 (financ* or fee or fees).ti,ab.

16 (value adj2 (money or monetary)).ti,ab.
17 or/1-16

Embase search terms

*health economics/

exp *economic evaluation/

exp *health care cost/

exp *fee/

budget/

funding/

budget*.ti,ab.

cost*.ti.

O |0 |IN[OjU | [W N |-

economic* or pharmaco?economic*).ti.

[Eny
o

price* or pricing*).ti,ab.

[y
=

[Eny
N

financ* or fee or fees).ti,ab.

[ERN
w

(
(
(cost* adj2 (effective* or utilit* or benefit* or minimi* or unit* or estimat* or variable*)).ab.
(
(

value adj2 (money or monetary)).ti,ab.

[uny
»

or/1-13

Quality of life search terms

Medline search terms

quality-adjusted life years/

sickness impact profile/

(quality adj2 (wellbeing or well being)).ti,ab.

sickness impact profile.ti,ab.

disability adjusted life.ti,ab.

(gal* or gtime* or qwb* or daly*).ti,ab.

euroqol* or eq5d* or eq 5*).ti,ab.

O (INOO)Uu | | W|IN |-

(
(qol* or hgl* or hgol* or h gol* or hrgol* or hr gol*).ti,ab.
(

health utility* or utility score* or disutilit* or utility value*).ti,ab.

National Clinical Guideline Centre, 2013.
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10 (hui or huil or hui2 or hui3).ti,ab.

11 (health* year* equivalent® or hye or hyes).ti,ab.

12 discrete choice*.ti,ab.

13 rosser.ti,ab.

14 (willingness to pay or time tradeoff or time trade off or tto or standard gamble*).ti,ab.
15 (sf36* or sf 36* or short form 36* or shortform 36* or shortform36*).ti,ab.
16 (sf20 or sf 20 or short form 20 or shortform 20 or shortform20).ti,ab.

17 (sf12* or sf 12* or short form 12* or shortform 12* or shortform12*).ti,ab.
18 (sf8* or sf 8* or short form 8* or shortform 8* or shortform8%*).ti,ab.

19 (sf6* or sf 6* or short form 6* or shortform 6* or shortform6*).ti,ab.

20 or/1-19

Embase search terms

1 quality adjusted life year/

2 "quality of life index"/

3 short form 12/ or short form 20/ or short form 36/ or short form 8/

4 sickness impact profile/

5 (quality adj2 (wellbeing or well being)).ti,ab.

6 sickness impact profile.ti,ab.

7 disability adjusted life.ti,ab.

8 (gal* or gtime* or qwb* or daly*).ti,ab.

9 (eurogol* or eq5d* or eq 5%*).ti,ab.

10 (qol* or hgl* or hqol* or h qol* or hrqol* or hr gol*).ti,ab.

11 (health utility* or utility score* or disutilit* or utility value*).ti,ab.

12 (hui or huil or hui2 or hui3).ti,ab.

13 (health* year* equivalent* or hye or hyes).ti,ab.

14 discrete choice*.ti,ab.

15 rosser.ti,ab.

16 (willingness to pay or time tradeoff or time trade off or tto or standard gamble*).ti,ab.
17 (sf36* or sf 36* or short form 36* or shortform 36* or shortform36*).ti,ab.
18 (sf20 or sf 20 or short form 20 or shortform 20 or shortform20).ti,ab.

19 (sf12* or sf 12* or short form 12* or shortform 12* or shortform12*).ti,ab.
20 (sf8* or sf 8* or short form 8* or shortform 8* or shortform8%*).ti,ab.

21 (sf6* or sf 6* or short form 6* or shortform 6* or shortform6*).ti,ab.

22 or/1-21

F.3 Searches by specific questions

F.3.1 Omega3

What is the clinical and cost effectiveness of omega 3 fatty acids supplementation in all people
with myocardial infarction?

Search constructed by combining the columns in the following table using the AND Boolean operator

Intervention /
Population exposure Comparison Study filter used Date parameters

Myocardial Omega 3 SRs 2006 — 25 March

National Clinical Guideline Centre, 2013.
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Intervention /
Population exposure Comparison Study filter used Date parameters

infarction RCTs 2013
Observational

Omega 3 search terms

Medline search terms

1 fish oils/

2 cod liver oil/

3 plant oils/

4 flax/

5 brassica rapa/

6 perilla/

7 linseed oil/

8 alpha-linolenic acid/

9 docosahexaenoic acids/

10 eicosapentanoic acid/

11 triglycerides/

12 fatty acids, omega-3/

13 fatty acids, unsaturated/

14 (a-linolenic acid* or ala or alpha-linolenic acid* or linolenate or linolenic acid*).ti,ab.

15 (eicosapentaenoic acid* or epa or timnodonic acid* or eicosapentaenoate or
icosapentanoate).ti,ab.

16 (docosahexaenoic acid* or dha or docosahexaenoate).ti,ab.

17 (docosapentaenoic acid* or dpa or docosapentaenoate).ti,ab.

18 ((n-3 or n3) adj fatty acid*).ti,ab.

19 (omega-3 or omega3).ti,ab.

20 (omacor or maxepa).ti,ab.

21 (pufa or poluyunsaturated fa*).ti,ab.

22 ((plant or algal or cod liver) adj oil*).ti,ab.

23 (flaxseed or linseed or rapeseed or canola or perilla or flax or linum).ti,ab.

24 ((marine or fish) adj2 (lipid* or oil* or triglyceride*)).ti,ab.

25 or/1-24

Embase search terms

1 fish oil/

2 cod liver oil/

3 vegetable oil/

4 flax/ or linseed oil/

5 rapeseed oil/

6 perilla oil/

7 linolenic acid/

8 docosahexaenoic acid/

9 icosapentaenoic acid/

10 docosapentaenoic acid/

11 triacylglycerol/

National Clinical Guideline Centre, 2013.
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12 omega 3 fatty acid/

13 polyunsaturated fatty acid/

14 (a-linolenic acid* or ala or alpha-linolenic acid* or linolenate or linolenic acid*).ti,ab.

15 (eicosapentaenoic acid* or epa or timnodonic acid* or eicosapentaenoate or
icosapentanoate).ti,ab.

16 (docosahexaenoic acid* or dha or docosahexaenoate).ti,ab.

17 (docosapentaenoic acid* or dpa or docosapentaenoate).ti,ab.

18 ((n-3 or n3) adj fatty acid*).ti,ab.

19 (omega-3 or omega3s).ti,ab.

20 (omacor or maxepa).ti,ab.

21 (pufa or poluyunsaturated fa*).ti,ab.

22 ((plant or algal or cod liver) adj oil*).ti,ab.

23 (flaxseed or linseed or rapeseed or canola or perilla or flax or linum).ti,ab.

24 ((marine or fish) adj2 (lipid* or oil* or triglyceride*)).ti,ab.

25 or/1-24

Cochrane search terms

#1 MeSH descriptor Fish QOils explode all trees

#2 MeSH descriptor Dietary Fats, Unsaturated, this term only

#3 MeSH descriptor Triglycerides, this term only

#4 MeSH descriptor Plant Qils, this term only

#5 MeSH descriptor Flax, this term only

#6 MeSH descriptor Brassica rapa, this term only

#7 MeSH descriptor Perilla, this term only

#8 MeSH descriptor Linseed Oil, this term only

#9 (a-Linolenic acid* or ala or alpha-linolenic acid* or linolenate or linolenic acid*):ti,ab

#10 (eicosapentaenoic acid* or epa or timnodonic acid* or eicosapentaenoate or
icosapentanoate):ti,ab

#11 (docosahexaenoic acid* or dha or docosahexaenoate):ti,ab

#12 (docosapentaenoic acid* or dpa or docosapentaenoate):ti,ab

#13 ((n-3 or n3) NEXT (fatty acid*)):ti,ab

#14 (omega-3 or omega3):ti,ab

#15 (omacor or maxepa):ti,ab

#16 (pufa or poluyunsaturated fa*):ti,ab

#17 ((plant or algal or cod liver) NEXT oil*):ti,ab

#18 (flaxseed or linseed or rapeseed or canola or perilla or flax or linum):ti,ab

#19 ((marine or fish) NEAR/2 (lipid* or oil* or triglyceride*)):ti,ab

#20 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14

OR #15 OR #16 OR #17 OR #18 OR #19)

AMED search terms

(a-linolenic acid* or ala or alpha-linolenic acid* or linolenate or linolenic acid*).ti,ab.

1 fish oils/

2 plant oils/

3 fatty acids/

4 triglycerides/
5

6

(eicosapentaenoic acid* or epa or timnodonic acid* or eicosapentaenoate or
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icosapentanoate).ti,ab.
(docosahexaenoic acid* or dha or docosahexaenoate).ti,ab.
(docosapentaenoic acid* or dpa or docosapentaenoate).ti,ab.
((n-3 or n3) adj fatty acid*).ti,ab.

10 (omega-3 or omega3).ti,ab.

11 (omacor or maxepa).ti,ab.

12 (pufa or poluyunsaturated fa*).ti,ab.

13 ((plant or algal or cod liver) adj oil*).ti,ab.

14 (flaxseed or linseed or rapeseed or canola or perilla or flax or linum).ti,ab.

15 ((marine or fish) adj2 (lipid* or oil* or triglyceride*)).ti,ab.

16 or/1-15

F.3.2 Fish diet

What is the clinical and cost effectiveness of an oily fish diet in all people with myocardial
infarction?

Search constructed by combining the columns in the following table using the AND Boolean operator
Intervention /

Population exposure Comparison Study filter used Date parameters
Myocardial Fish SRs 2006 — 25 March
infarction RCTs 2013

Observational

Fish search terms

Medline search terms

exp fishes/

exp seafood/

exp crustacea/

diet, mediterranean/
fish*.ti,ab.

crab*.ti,ab.

(mediterranean adj2 diet*).ti,ab.
or/1-7

0 IN[O | U |S~[W N |-

Embase search terms

exp fish/

exp crustacea/

seafood/

shellfish/
mediterranean diet/
fish*.ti,ab.

crab*.ti,ab.

(mediterranean adj2 diet*).ti,ab.
or/1-8

O |0 |IN[OOjU | [W|N |-

Cochrane search terms

#1 MeSH descriptor: [Fishes] explode all trees
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#2 MeSH descriptor: [Seafood] explode all trees
#3 MeSH descriptor: [Crustacea] explode all trees
#4 MeSH descriptor: [Diet, Mediterranean] this term only
#5 fish*:ti,ab

#6 crab*:ti,ab

#7 (mediterranean near/2 diet*):ti,ab

#8 #1 or #2 or #3 or #4 or #5 or #6 or #7

AMED search terms

1 fish*.ti,ab.

2 crab*.ti,ab.

3 (mediterranean adj2 diet*).ti,ab.

4 diet mediterranean/

5 fishes/

6 or/1-5

Cardiac rehabilitation: interventions
Searches for the following question were run as two searches:

Which interventions designed to increase engagement in and/or adherence to cardiac
rehabilitation programs are effective and cost effective in people who have had an MI?

Search constructed by combining the columns in the following table using the AND Boolean operator

Population

Myocardial
infarction

Intervention /

exposure Comparison Study filter used Date parameters
Cardiac rehabilitation SRs 2006 — 25 March
adherence RCTs 2013

Observational

Cardiac rehabilitation adherence search terms

Medline search terms

rehabilitation centers/ or exp rehabilitation/ or rehabilitation nursing/

exercise therapy/

"Recovery of Function"/

rehabilitat*.ti,ab.

((exercise* or fitness) adj3 (therap* or training or program* or treatment or intervent*)).ti,ab.

managed care programs/

((multifactor* or multifacet* or managed care) adj program*).ti,ab.

patient education as topic/

O |0 |IN[([OO|U | [W|N |-

health education/

[uny
o

((patient* or health) adj2 educat*).ti,ab.

[y
=

counseling/

[any
N

counsel*.ti,ab.

[ERN
w

exp psychotherapy/

[Eny
S

(psychotherap* or psychosocial*).ti,ab.

[ERN
(2}

(psycholog* adj2 intervent*).ti,ab.

[Eny
[e)]

(behavi* adj3 (modify or modificat* or therap* or change)).ti,ab.
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17 (Cognitive adj2 therap*).ti,ab.

18 cbt.ti,ab.

19 ((lifestyle or life-style) adj3 (intervent* or program* or treatment*)).ti,ab.

20 self care/

21 (self adj3 (manage* or care or motivat*)).ti,ab.

22 or/1-21

23 health services accessibility/

24 patient compliance/

25 "referral and consultation"/

26 patient satisfaction/

27 patient participation/

28 motivation/

29 (enrollment or enrolment or enroling or enrolling).ti,ab.

30 participat*.ti,ab.

31 motivat*.ti,ab.

32 uptake.ti,ab.

33 referral.ti,ab.

34 (complian* or adheren* or non-complian* or noncomplian* or non adheren * or
nonadheren*).ti,ab.

35 (attend* or non-attend*).ti,ab.

36 barrier*.ti,ab.

37 (engaging or engagement).ti,ab.

38 or/23-37

39 22 and 38

Embase search terms

1 exp *rehabilitation/ or *rehabilitation care/ or *rehabilitation center/

2 *rehabilitation medicine/ or rehabilitation nursing/

3 *kinesiotherapy/ or exercise recovery/ or movement therapy/

4 *convalescence/

5 rehabilitat*.ti,ab.

6 ((exercise* or fitness) adj3 (therap* or training or program* or treatment or intervent*)).ti,ab.
7 ((multifactor* or multifacet* or managed care) adj program*).ti,ab.

8 *health education/ or *patient education/

9 ((patient™ or health) adj2 educat*).ti,ab.

10 *counseling/ or *patient counseling/ or patient guidance/

11 counsel*.ti,ab.

12 exp *psychotherapy/

13 (psychotherap* or psychosocial*).ti,ab.

14 (psycholog* adj2 intervent*).ti,ab.

15 (behavi* adj3 (modify or modificat* or therap* or change)).ti,ab.

16 (cognitive adj2 therap*).ti,ab.

17 cbt.ti,ab.

18 ((lifestyle or life-style) adj3 (intervent* or program®* or treatment*)).ti,ab.
19 *self care/

20 (self adj3 (manage* or care or motivat*)).ti,ab.
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21 or/1-20

22 exp *telehealth/ or *health care delivery/

23 exp *patient attitude/

24 *patient referral/

25 *motivation/

26 (enrollment or enrolment or enroling or enrolling).ti,ab.

27 participat*.ti,ab.

28 motivat*.ti,ab.

29 uptake.ti,ab.

30 referral.ti,ab.

31 (complian* or adheren* or non-complian®* or noncomplian* or non adheren * or
nonadheren*).ti,ab.

32 (attend* or non-attend*).ti,ab.

33 barrier*.ti,ab.

34 (engaging or engagement).ti,ab.

35 or/22-34

36 21 and 35

Cochrane search terms

#1 MeSH descriptor Rehabilitation Centers, this term only

#2 MeSH descriptor Rehabilitation explode all trees

#3 MeSH descriptor Rehabilitation Nursing, this term only

#4 MeSH descriptor Exercise Therapy, this term only

#5 MeSH descriptor Recovery of Function, this term only

#6 rehabilitat*:ti,ab

#7 ((exercise* or fitness) NEAR/3 (therap* or training or program* or treatment or
intervent*)):ti,ab

#8 MeSH descriptor Managed Care Programs, this term only

#9 ((multifactor* or multifacet* or managed care) NEXT program*):ti,ab

#10 MeSH descriptor Patient Education as Topic, this term only

#11 MeSH descriptor Health Education, this term only

#12 ((patient* or health) NEAR/2 educat*):ti,ab

#13 MeSH descriptor Counseling, this term only

#14 counsel*:ti,ab

#15 MeSH descriptor Psychotherapy explode all trees

#16 (psychotherap* or psychosocial*):ti,ab

#17 (psycholog* NEAR/2 intervent*):ti,ab

#18 (behavi* NEAR/3 (modify or modificat* or therap* or change)):ti,ab

#19 (cognitive NEAR/2 therap*):ti,ab

#20 cbt:ti,ab

#21 ((lifestyle or life-style) NEAR/3 (intervent* or program* or treatment*)):ti,ab

#22 MeSH descriptor Self Care, this term only

#23 (self NEAR/3 (manage* or care or motivat*)):ti,ab

#24 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14
OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23)

#25 MeSH descriptor Health Services Accessibility, this term only
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#26 MeSH descriptor Patient Compliance, this term only

#27 MeSH descriptor Referral and Consultation, this term only

#28 MeSH descriptor Patient Satisfaction explode all trees

#29 MeSH descriptor Patient Participation, this term only

#30 MeSH descriptor Motivation, this term only

#31 (enrollment or enrolment or enroling or enrolling):ti,ab

#32 participat*:ti,ab

#33 motivat*:ti,ab

#34 uptake:ti,ab

#35 referral:ti,ab

#36 (complian* or adheren* or non-complian®* or noncomplian* or non adheren * or
nonadheren*):ti,ab

#37 (attend* or non-attend*):ti,ab

#38 barrier*:ti,ab

#39 (engaging or engagement):ti,ab

#40 (#25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR
#37 OR #38 OR #39)

#41 (#24 AND #40)

CINAHL search terms

S1 (MH "Rehabilitation+") OR (MH "Rehabilitation Centers") OR (MH "Home Rehabilitation+") OR
(MH "Rehabilitation Nursing") OR (MH "Therapeutic Exercise") OR (MH "Managed Care
Programs")

S2 rehabilitat*

S3 ((exercise* or fitness) n3 (therap* or training or program* or treatment or intervent*))

S4 ((multifactor* or multifacet* or managed care) n1 program*)

S5 (MH "Patient Education") OR (MH "Patient Discharge Education") OR (MH "Health Education")
OR (MH "Counseling") OR (MH "Psychotherapy+") OR (MH "Self Care")

S6 ((patient* or health) n2 educat*)

S7 counsel* OR psychotherap* OR psychosocial*

S8 psycholog* n2 intervent* OR cognitive n2 therap* OR cbt

S9 (behavi* n3 (modify or modificat* or therap* or change))

S10 ((lifestyle or life-style) n3 (intervent* or program* or treatment*))

S11 (self n3 (manage* or care or motivat*))

S12 S1 or S2 or S3 or S4 or S5 or S6 or S7 or S8 or SO or S10 or S11

513 (MH "Health Services Accessibility") OR (MH "Telehealth+") OR (MH "Patient Compliance") OR

(MH "Referral and Consultation+") OR (MH "Patient Satisfaction") OR (MH "Consumer
Participation") OR (MH "Motivational Interviewing") OR (MH "Motivation")

S14 enrollment OR enrolment OR enroling OR enrolling

S15 participat®* OR motivat* OR uptake OR referral

S16 (complian* or adheren* or non-complian* or noncomplian* or non adheren * or
nonadheren*)

S17 attend* OR non-attend* OR barrier*

S18 engaging OR engagement

S19 S13 or S14 or S15 or S16 or S17 or S18

S20 S12 and S19

Search constructed by combining the columns in the following table using the AND Boolean operator
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Intervention /

Population exposure Comparison Study filter used Date parameters
Cardiac Adherence SRs 2006 — 25 March
rehabilitation RCTs 2013

Observational

Medline search terms

1 exp heart diseases/rh [rehabilitation]

2 ((cardiac or heart) adj2 rehab*).ti,ab.

3 lor2

4 health services accessibility/

5 patient compliance/

6 "referral and consultation"/

7 patient satisfaction/

8 patient participation/

9 motivation/

10 (enrollment or enrolment or enroling or enrolling).ti,ab.

11 participat*.ti,ab.

12 motivat*.ti,ab.

13 uptake.ti,ab.

14 referral.ti,ab.

15 (complian* or adheren* or non-complian* or noncomplian* or non adheren* or
nonadheren*).ti,ab.

16 (attend* or non-attend*).ti,ab.

17 barrier*.ti,ab.

18 (engaging or engagement).ti,ab.

19 or/4-18

20 3and 19

Embase search terms

heart rehabilitation/

((cardiac or heart) adj2 rehab*).ti,ab.

exp *heart disease/rh [rehabilitation]

or/1-3

exp *telehealth/ or *health care delivery/

exp *patient attitude/

*patient referral/

*motivation/

O |0 |IN[OOjUu |~ [W|N (-

(enrollment or enrolment or enroling or enrolling).ti,ab.

[uny
o

participat*.ti,ab.

=
=

motivat*.ti,ab.

[ERN
N

uptake.ti,ab.

[Eny
w

referral.ti,ab.

[ERN
»

(complian* or adheren* or non-complian* or noncomplian* or non adheren * or
nonadheren*).ti,ab.

15

(attend* or non-attend*).ti,ab.

16

barrier*.ti,ab.
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17 (engaging or engagement).ti,ab.
18 or/5-17
19 4and 18

CINAHL search terms

S1 (MH "Rehabilitation, Cardiac+") OR (MH "Heart Diseases+/RH")

S2 ((cardiac or heart) n2 rehab*)

S3 S1orS2

sS4 (MH "Health Services Accessibility") OR (MH "Telehealth+") OR (MH "Patient Compliance") OR

(MH "Referral and Consultation+") OR (MH "Patient Satisfaction") OR (MH "Consumer
Participation") OR (MH "Motivational Interviewing") OR (MH "Motivation")

S5 enrollment OR enrolment OR enroling OR enrolling

S6 participat* OR motivat* OR uptake OR referral

S7 (complian* or adheren* or non-complian®* or noncomplian* or non adheren * or
nonadheren*)

S8 attend* OR non-attend* OR barrier*

S9 engaging OR engagement

S10 S4 or S5 or S6 or S7 or S8 or S9

S11 S3 and S10

Cardiac rehabilitation: barriers
Searches for the following question were run as two searches:

Which factors are associated with a person’s uptake and adherence to cardiac rehabilitation
programme (CRP) after an MI?

Search constructed by combining the columns in the following table using the AND Boolean operator
Intervention /

Population exposure Comparison Study filter used Date parameters
Myocardial Cardiac rehabilitation Qualitative 2006 — 25 March
infarction adherence 2013

Cardiac rehabilitation adherence search terms

See cardiac rehabilitation: interventions question for cardiac rehabilitation adherence terms for
Medline, Embase and CINAHL.

Psychinfo search terms

exp rehabilitation/ or exp rehabilitation centers/

exercise/ or movement therapy/

rehabilitat*.ti,ab.

((exercise* or fitness) adj3 (therap* or training or program* or treatment or intervent*)).ti,ab.

((multifactor* or multifacet* or managed care) adj program?*).ti,ab.

health education/ or client education/

((patient* or health) adj2 educat*).ti,ab.

counseling/ or psychotherapeutic counseling/ or rehabilitation counseling/

O | (INOOD) U | | W|IN |-

counsel*.ti,ab.

[ERN
o

exp psychotherapy/

=
=

(psychotherap* or psychosocial*).ti,ab.
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12 (psycholog* adj2 intervent*).ti,ab.

13 (behavi* adj3 (modify or modificat* or therap* or change)).ti,ab.

14 (cognitive adj2 therap*).ti,ab.

15 exp cognitive behavior therapy/ or cognitive therapy/

16 cbt.ti,ab.

17 ((lifestyle or life-style) adj3 (intervent* or program* or treatment*)).ti,ab.

18 (self adj3 (manage* or care or motivat*)).ti,ab.

19 self care skills/

20 or/1-19

21 exp compliance/

22 client participation/ or treatment barriers/

23 client satisfaction/

24 motivation/ or incentives/

25 readiness to change/

26 (enrollment or enrolment or enroling or enrolling).ti,ab.

27 participat*.ti,ab.

28 motivat*.ti,ab.

29 uptake.ti,ab.

30 referral.ti,ab.

31 (complian* or adheren* or non-complian* or noncomplian* or non adheren * or
nonadheren*).ti,ab.

32 (attend* or non-attend*).ti,ab.

33 barrier*.ti,ab.

34 (engaging or engagement).ti,ab.

35 or/21-34

36 20 and 35

Search constructed by combining the columns in the following table using the AND Boolean operator
Intervention /

Population exposure Comparison Study filter used Date parameters
Cardiac Adherence Qualitative 2006 — 25 March
rehabilitation 2013

See cardiac rehabilitation: interventions question for terms for Medline, Embase and CINAHL.

Psychinfo search terms

((cardiac or heart) adj2 rehab*).ti,ab.

exp compliance/

client participation/ or treatment barriers/

client satisfaction/

motivation/ or incentives/

readiness to change/

(enrollment or enrolment or enroling or enrolling).ti,ab.

participat*.ti,ab.

O | (IN(OOD)U | WIN (-

motivat*.ti,ab.

[ERN
o

uptake.ti,ab.

=
=

referral.ti,ab.
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12 (complian* or adheren* or non-complian* or noncomplian* or non adheren * or
nonadheren*).ti,ab.

13 (attend* or non-attend*).ti,ab.

14 barrier*.ti,ab.

15 (engaging or engagement).ti,ab.

16 or/2-15

17 land 16

ACE inhibitors
Searches for the following two questions were run as one search:

What is the clinical and cost effectiveness of adding ACE inhibitors versus placebo to improve
outcome in people after an Ml and is there an optimal duration?

What is the clinical and cost effectiveness of adding ACE inhibitors versus ARBs or in combination
versus ACE inhibitors to improve outcomes in people after an MI?

Search constructed by combining the columns in the following table using the AND Boolean operator
Intervention /

Population exposure Comparison Study filter used Date parameters
Myocardial ACEi/ARB SRs 2006 — 25 March
infarction RCTs 2013

ACEi/ARB search terms

Medline search terms

1 exp angiotensin-converting enzyme inhibitors/

2 ((ace or acei or ((angiotensin adj converting adj2 enzyme*) or ace or kininase)) adj2 (inhibit* or
antagonist*)).ti,ab.

3 (captopril or ecopace or kaplon or capoten or co-zidocapt or capto-co or capozide or cilazapril
or vascace or enalapril or ednyt or innovace or innozide or fosinopril or imidapril or tanatril or
lisinopril or zestril or carace or zestoretic or moexipril or perdix or perindopril or coversyl or
quinapril or quinil or accupro or accuretic or ramipril or tritace or triapin or trandolapril or
gopten or tarka).ti,ab.

4 exp angiotensin ii type 1 receptor blockers/ or angiotensin ii type 2 receptor blockers/

((angiotensin adj3 (receptor* adj2 (antagonist* or blocker*))) or arb or arbs).ti,ab.

6 (candesartan or amias or eprosartan or teveten or irbesartan or aprovel or coaprovel or
losartan or cozaar or cozaar-comp or olmesartan or olmetec or sevikar or telmisartan or
micardis or valsartan or diovan or co-diovan).ti,ab.

7 or/1-6

Embase search terms

1 exp *dipeptidyl carboxypeptidase inhibitor/

2 ((ace or acei or ((angiotensin adj converting adj2 enzyme*) or ace or kininase)) adj2 (inhibit* or
antagonist*)).ti,ab.

3 (captopril or ecopace or kaplon or capoten or co-zidocapt or capto-co or capozide or cilazapril
or vascace or enalapril or ednyt or innovace or innozide or fosinopril or imidapril or tanatril or
lisinopril or zestril or carace or zestoretic or moexipril or perdix or perindopril or coversyl or
quinapril or quinil or accupro or accuretic or ramipril or tritace or triapin or trandolapril or
gopten or tarka).ti,ab.

4 exp *angiotensin receptor antagonist/

National Clinical Guideline Centre, 2013.
95



F.3.6

Literature search strategies

5 ((angiotensin adj3 (receptor* adj2 (antagonist* or blocker*))) or arb or arbs).ti,ab.

6 (candesartan or amias or eprosartan or teveten or irbesartan or aprovel or coaprovel or
losartan or cozaar or cozaar-comp or olmesartan or olmetec or sevikar or telmisartan or
micardis or valsartan or diovan or co-diovan).ti,ab.

7 or/1-6

Cochrane search terms

#1 MeSH descriptor Angiotensin-Converting Enzyme Inhibitors explode all trees

#2 ((ace or acei or ((angiotensin adj converting NEAR/2 enzyme*) or ace or kininase)) NEAR/2
(inhibit* or antagonist*)):ti,ab

#3 (captopril or ecopace or kaplon or capoten or co-zidocapt or capto-co or capozide or cilazapril
or vascace or enalapril or ednyt or innovace or innozide or fosinopril or imidapril or tanatril or
lisinopril or zestril or carace or zestoretic or moexipril or perdix or perindopril or coversyl or
quinapril or quinil or accupro or accuretic or ramipril or tritace or triapin or trandolapril or
gopten or tarka):ti,ab

#4 MeSH descriptor Angiotensin Receptor Antagonists explode all trees
#5 ((angiotensin NEAR/3 (receptor* NEAR/2 (antagonist* or blocker*))) or arb or arbs):ti,ab
#6 (candesartan or amias or eprosartan or teveten or irbesartan or aprovel or coaprovel or

losartan or cozaar or cozaar-comp or olmesartan or olmetec or sevikar or telmisartan or
micardis or valsartan or diovan or co-diovan):ti,ab

#7 (#1 OR #2 OR #3 OR #4 OR #5 OR #6)

ACE inhibitor initiation
Is there an optimal time for ACE inhibitors to be initiated in people who have had a MI?

Search constructed by combining the columns in the following table using the AND Boolean operator
Intervention /

Population exposure Comparison Study filter used Date parameters

Myocardial ACEi AND timing of SRs No date

infarction initiation RCTs restriction. Search
run to 25 March
2013

See ACEi question for ACEi search terms.

Timing of initiation search terms

Medline search terms

1 time factors/

2 ((time or timing or early or earlier or late or later) adj2 (initiat* or start* or treat* or therap*
or administ*)).ti,ab.

3 or/1-2

Embase search terms

1 *time/

2 therapy delay/

3 ((time or timing or early or earlier or late or later) adj2 (initiat* or start* or treat* or therap*
or administ*)).ti,ab.

4 or/1-3

Cochrane search terms

#1 MeSH descriptor: [Time Factors] explode all trees
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#2

((time or timing or early or earlier or late or later) near/2 (initiat* or start* or treat* or therap*

or administ*)):ti,ab

#3

(#1 OR #2)

F.3.7 ACE inhibitor titration

Is early dose titration of ACE inhibitors in hospital more clinically and cost effective than dose

titration over an extended period of time in people who have had a MI?

Search constructed by combining the columns in the following table using the AND Boolean operator

Population
ACEi

Intervention /
exposure Comparison

Titration

See ACEi question for ACEi search terms.

Titration search terms

Medline search terms

Study filter used

SRs
RCTs

Date parameters

No date
restriction. Search
run to 25 March
2013

1

titrimetry/

2

(titrat* or titrimetr* or uptitrat* or up-titrat*).ti,ab.

3

or/1-2

Embase search terms

1

titrimetry/

2

(titrat* or titrimetr* or uptitrat* or up-titrat*).ti,ab.

3

or/1-2

Cochrane search terms

#1

MeSH descriptor: [Titrimetry] explode all trees

#2

(titrat* or titrimetr* or uptitrat* or up-titrat*):ti,ab

#3

#1 or #2

F.3.8 Clopidogrel

What is the optimal duration that clopidogrel should be continued in people after MI?

Search constructed by combining the columns in the following table using the AND Boolean operator

Population

Myocardial
infarction

Intervention /
exposure Comparison

Clopidogrel

Clopidogrel search terms

Medline search terms

Study filter used

SRs
RCTs

Date parameters

2006 — 25 March
2013

E

‘ (clopidogrel or plavix).ti,ab.

Embase search terms

E

‘ clopidogrel/

National Clinical Guideline Centre, 2013.

97



F.3.9

Literature search strategies

2

(clopidogrel or plavix).ti,ab.

3

or/1-2

Cochrane search terms

#1

(clopidogrel or plavix):ti,ab

Antiplatelets

In people with an Ml in the past who were not initiated on dual antiplatelet therapy (clopidogrel,

prasugrel or ticagrelor in combination with aspirin), should this be initiated?

Search constructed by combining the columns in the following table using the AND Boolean operator

Population

Myocardial
infarction

Intervention /
exposure Comparison

Dual antiplatelet
therapy

Dual antiplatelet therapy search terms

Medline search terms

Study filter used

SRs

RCTs
Observational

Date parameters

No date
restriction. Search
run to 25 March
2013

1 aspirin/

2 (aspirin or acetylsalicylic acid).ti,ab.

3 or/1-2

4 (clopidogrel or plavix).ti,ab.

5 (ticagrelor or brilique).ti,ab.

6 (prasugrel or efient or effient or prasita).ti,ab.
7 platelet aggregation inhibitors/

8 or/4-7

9 3and8

Embase search terms

1 acetylsalicylic acid plus clopidogrel/
2 (aspirin or acetylsalicylic acid).ti,ab.
3 acetylsalicylic acid/

4 or/2-3

5 prasugrel/

6 clopidogrel/

7 ticagrelor/

8 (clopidogrel or plavix).ti,ab.

9 (ticagrelor or brilique).ti,ab.

10 (prasugrel or efient or effient or prasita).ti,ab.
11 or/5-10

12 4 and 11

13 lor12

Cochrane search terms

#1

MeSH descriptor Aspirin, this term only

#2

(aspirin or aacetylsalicylic acid):ti,ab
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Literature search strategies

#3 (#1 OR #2)

#4 (clopidogrel or plavix):ti,ab

#5 (ticagrelor or brilique):ti,ab

#6 (prasugrel or efient or effient or prasita):ti,ab

#7 MeSH descriptor Platelet Aggregation Inhibitors, this term only
#8 (#4 OR #5 OR #6 OR #7)

#9 (#3 AND #8)

Anticoagulants

What is the most effective and cost effective combination of antiplatelet and anticoagulant

therapies for people with Ml and an indication for anticoagulation?

This section was updated and replaced in 2020. See www.nice.org.uk/guidance/ng185 for the 2020

evidence review.

Search constructed by combining the columns in the following table using the AND Boolean operator

Intervention /

Population exposure Comparison Study filter used
Myocardial Anticoagulants £ SRs
infarction antiplatelets RCTs

Anticoagulants + antiplatelets search terms

Medline search terms

Date parameters

No date
restriction. Search
run to 25 March
2013

1 aspirin/

2 aspirin.ti,ab.

3 platelet aggregation inhibitors/

4 (clopidogrel or plavix).ti,ab.

5 (ticagrelor or brilique).ti,ab.

6 (prasugrel or efient or effient or prasita).ti,ab.
7 (antiplatelet* adj2 (dual or therap* or treat*)).ti,ab.
8 or/1-7

9 warfarin/

10 warfarin.ti,ab.

11 anticoagulants/

12 (rivaroxaban or xarelto).ti,ab.

13 (dabigatran or pradaxa).ti,ab.

14 apixaban.ti,ab.

15 or/9-14

16 (9 or 10) and (12 or 13 or 14)

17 12 and (9 or 10 or 13 or 14)

18 13and (9 or 10 or 12 or 14)

19 14 and (9 or 10 or 12 or 13)

20 (8and 15) or 16 or 17 or 18 or 19

Embase search terms

1 ‘ acetylsalicylic acid/

National Clinical Guideline Centre, 2013.
99


http://www.nice.org.uk/guidance/ng185

Literature search strategies

2 clopidogrel/

3 acetylsalicylic acid plus clopidogrel/

4 ticagrelor/

5 prasugrel/

6 antithrombocytic agent/

7 aspirin.ti,ab.

8 (clopidogrel or plavix).ti,ab.

9 (ticagrelor or brilique).ti,ab.

10 (prasugrel or efient or effient or prasita).ti,ab.
11 (antiplatelet* adj2 (dual or therap* or treat*)).ti,ab.
12 or/1-11

13 warfarin/

14 warfarin.ti,ab.

15 rivaroxaban/

16 (rivaroxaban or xarelto).ti,ab.

17 dabigatran/ or dabigatran etexilate/

18 (dabigatran or pradaxa).ti,ab.

19 apixaban/

20 apixaban.ti,ab.

21 or/13-20

22 (13 or 14) and (15 or 16 or 17 or 18 or 19 or 20)
23 (15 or 16) and (13 or 14 or 17 or 18 or 19 or 20)
24 (17 or 18) and (13 or 14 or 15 or 16 or 19 or 20)
25 (19 or 20) and (13 or 14 or 15 0or 16 or 17 or 18)
26 (12 and 21) or 22 or 23 or 24 or 25

Cochrane search terms

#1 MeSH descriptor Aspirin, this term only

#2 MeSH descriptor Platelet Aggregation Inhibitors, this term only
#3 aspirin:ti,ab

#4 (clopidogrel or plavix):ti,ab

#5 (ticagrelor or brilique):ti,ab

#6 (prasugrel or efient or effient or prasita):ti,ab

#7 (antiplatelet* NEAR/2 (dual or therap* or treat*)):ti,ab
#8 (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7)

#9 MeSH descriptor Anticoagulants, this term only

#10 warfarin:ti,ab

#11 MeSH descriptor Warfarin, this term only

#12 (rivaroxaban or xarelto):ti,ab

#13 (dabigatran or pradaxa):ti,ab

#14 apixaban:ti,ab

#15 (#9 OR #10 OR #11 OR #12 OR #13 OR #14)

#16 (#8 AND #15)

#17 ((#10 OR #11) AND (#12 OR #13 OR #14))

#18 (#12 AND (#10 OR #11 OR #13 OR #14))

National Clinical Guideline Centre, 2013.
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Literature search strategies

#19 (#13 AND (#10 OR #11 OR #12 OR #14))
#20 (#14 AND (#10 OR #11 OR #12 OR #13))
#21 (#16 OR #17 OR #18 OR #19 OR #20)

Beta blockers
Searches for the following two questions were run as one search:

What is the clinical and cost effectiveness of adding a beta blocker versus placebo to improve
outcome in people after a Ml i) with and ii) without left ventricular dysfunction and is there an
optimal duration?

Is there an optimal time for beta-blockers to be initiated in people who have had a MI?

This section was partially updated in 2020. See www.nice.org.uk/guidance/ng185 for the 2020
evidence review.

Search constructed by combining the columns in the following table using the AND Boolean operator
Intervention /

Population exposure Comparison Study filter used Date parameters
Myocardial Beta blockers SRs 2006 — 25 March
infarction RCTs 2013

Observational

Beta blockers search terms

Medline search terms

1 exp adrenergic beta-antagonists/

2 (propranolol or angilol or angilol or inderal-la or half-inderal or inderal or bedranol or prograne
or slo-pro or acebutolol or sectral or atenolol or tenormin or bisoprolol or cardicor or emcor or
carvedilol or eucardic or celiprolol or celectol or co-tenidone or tenoret or tenoretic or esmolol
or brevibloc or labetalol or trandate or metoprolol or betaloc or lopresor or nadolol or corgard
or nebivolol or nebilet or hypoloc or oxprenolol or trasicor or slow-trasicor or pindolol or
visken or sotalol or beta-cardone or sotacor or timolol or betim).ti,ab.

3 (beta adj3 block*).ti,ab.

4 (b adj3 block*).ti,ab.

5 (beta adj2 antagonist*).ti,ab.
6 or/1-5

Embase search terms

1 exp *beta adrenergic receptor blocking agent/

2 (propranolol or angilol or angilol or inderal-la or half-inderal or inderal or bedranol or prograne
or slo-pro or acebutolol or sectral or atenolol or tenormin or bisoprolol or cardicor or emcor or
carvedilol or eucardic or celiprolol or celectol or co-tenidone or tenoret or tenoretic or esmolol
or brevibloc or labetalol or trandate or metoprolol or betaloc or lopresor or nadolol or corgard
or nebivolol or nebilet or hypoloc or oxprenolol or trasicor or slow-trasicor or pindolol or
visken or sotalol or beta-cardone or sotacor or timolol or betim).ti,ab.

(beta adj3 block*).ti,ab.

(beta adj2 antagonist*).ti,ab.

3
4 (b adj3 block*).ti,ab.
5
6

or/1-5

Cochrane search terms

National Clinical Guideline Centre, 2013.
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Literature search strategies

#1 MeSH descriptor Adrenergic beta-Antagonists explode all trees

#2 (propranolol or angilol or angilol or inderal-la or half-inderal or inderal or bedranol or prograne
or slo-pro or acebutolol or sectral or atenolol or tenormin or bisoprolol or cardicor or emcor or
carvedilol or eucardic or celiprolol or celectol or co-tenidone or tenoret or tenoretic or esmolol
or brevibloc or labetalol or trandate or metoprolol or betaloc or lopresor or nadolol or corgard
or nebivolol or nebilet or hypoloc or oxprenolol or trasicor or slow-trasicor or pindolol or
visken or sotalol or beta-cardone or sotacor or timolol or betim):ti,ab

#3 (beta NEAR/3 block*):ti,ab

H4 (b NEAR/3 block*):ti,ab

#5 (beta NEAR/2 antagonist*):ti,ab

#6 (#1 OR #2 OR #3 OR #4 OR #5)

Economics searches

Economics search

Economic searches were conducted in Medline, Embase, HEED and CRD for NHS EED and HTA.

Intervention /

Population exposure Comparison Study filter used Date parameters
Myocardial Health economic Medline and
Infarction Embase 2011 — 25
March 2013
HEED and CRD
(NHS EED and
HTA) 2006 — 25
March 2013
CRD search terms
#1 MeSH DESCRIPTOR acute coronary syndrome IN NHSEED,HTA

#2 MeSH DESCRIPTOR myocardial infarction EXPLODE ALL TREES IN NHSEED,HTA

#3 MeSH DESCRIPTOR coronary thrombosis IN NHSEED,HTA

#4 MeSH DESCRIPTOR heart arrest IN NHSEED,HTA

#5 ("acute coronary" adj2 syndrome*) IN NHSEED, HTA

#6 ((myocardial or heart) adj infarct*) IN NHSEED, HTA

#7 (heart adj (attack* or event*)) IN NHSEED, HTA

#8 ((heart or cardiac) adj arrest*) IN NHSEED, HTA

#9 (coronary adj2 thrombosis) IN NHSEED, HTA

#10 (stemi or st-segment or "st segment" or st-elevation or "st elevation") OR ("non-ST-segment
elevation") OR (non-stemi or nstemi or nonstemi) OR ("q wave myocardial infarction") OR
(nste-acs) IN NHSEED, HTA

#11 (subendocardial adj3 infarct*) IN NHSEED, HTA

#12 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11

HEED search terms

1 ax=acute coronary syndrome or acute coronary syndromes

2 ax=myocardial infarction or myocardial infarct or myorcardial infarcts

3 ax=coronary thrombosis

4 ax=heart infarction or heart infarct or heart infarcts

5 ax=heart attack or heart attacks

National Clinical Guideline Centre, 2013.
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6 ax=heart arrest or heart arrests

7 ax=cardiac arrest or cardiac arrests

8 ax=heart event or heart events

9 ax=stemi or 'st segment' or 'st elevation'

10 ax=non-st-segment elevation

11 ax=non-stemi or nstemi or nonstemi

12 ax=g wave myocardial infarction

13 ax=nste-acs

14 ax=subendocardial and infarct*

15 cs=lor2or3ordor5or6or7or8or9orl0orllorl2orl3orl4

F.4.2 Quality of life search

Quality of life searches were conducted in Medline and Embase

Myocardial Quiality of life 2006 — 25 March
Infarction 2013

National Clinical Guideline Centre, 2013.
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Appendix G: Clinical evidence tables

G.1 Summary of patient barriers to the uptake of and adherence to cardiac rehabilitation

Barriers

Not
understanding
the
importance of
a CRP and
what it entails

General
population

Madden 2011:
patients did not
know what a CR
service was or
why it was
important; lack of
perceived status
of service
(suggested by
nurses rather
than prescribed
by cardiologists)

McCorry 2009:
manner of
invitation did not
indicate it was
important to
attend: “you had
the option to
go...If they had
pushed it... |
would probably
have gone ...at

Needs of ethnic
minorities

South Asians: not

sure what CRP entails

210

Differences in gender

Women: like being
independent, having to
cope alone, dislike of
asking for external help,
frustration at loss of
independence leading to
lack of perceived need for
CRP; poor understanding
of programme (e.g.
thinking it was for other
people, not for them);
thinking it was not needed
if had family support 488

Dismissing doctors’ advice
(e.g. to give up smoking)8®

Tended to ascribe
condition to stress or
family tendency not
alterable factors8®

Maclnnes 2005: belief that
illness was inevitable: “|

Differences in older
/younger aged patients

Older adults (over 65
years): continued only
until felt back to normal or
no longer challenged by
programme>%*

Tolmie 2009: older adults
(over 65 years): ”I've only
got one life and I...intend
to use it as it suits me”>8*

Only 2 (younger) patients
identified lifestyle factors

as contributing to the Ml
374

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

General
population

least once”374

McCorry 2009: CR
exercises
perceived as a
course to get
back to normal
(rather than long
term behaviour
change)®’4

Jones 2007: In
denial about
heart attack

Clark 2004: Stress
identified as
cause rather than
smoking, diet,
sedentary
lifestyle or
obesity

McCorry 2009:
participants
attributed Ml to
factors outside
their control (e.g.
fate, familial
disposition) or

Needs of ethnic
minorities

Differences in gender

don’t think heart attacks

can be prevented3*?

Differences in older
/younger aged patients

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

General
population

stressful/
emotional
circumstances; “If
it’s your time, it’s
your time. When
you’ve got to go,
you’ve got to
go”374

Clark 2004: saw
themselves as
relatively helpless
in combating CHD

Pell 1998:
perception that
attendance would
result in little
benefit; felt
better/fine

McCorry 2009:
“didn’t feel |
needed the
support...just to
reassure you...
wouldn’t do
anything for you
medically...if you
are feeling OK

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged patients

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers

879D IDIN J0 d1epdn |eilied :uonuanald Alepuodas - ||A



L0T

sodlpuaaay

Barriers

General
population

you can do
without it”374

McCorry 2009:
adherence to
medication
perceived to give
greater control of
health ; CRP no
additional
value3’

McCorry 2009:
feeling that heart
problem had
cleared up (i.e.
did not see Ml as
a symptom of
underlying heart
disease)®’4

Jones 2007: doing
alternative types
of exercise
instead; had
made a good
recovery and did
not see need for,
or potential
benefits from,

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged patients

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

General
population

programme 2%8

Clark 2004: saw
service as poorly
organised and did
not meet

expectations 1°

Jackson 2012
Believe that CRP
will have little
benefit on their
recovery and that
only medical or
surgical
intervention
could improve
health. Low
expectations.
Uncertainty
about future
health, risk of
further Ml and
the extent they
could regain their
former way of
life.

Belief that CRP
would make little
difference to their

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged patients

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

Location/
transport/
mobility/
distance
difficulties

General
population

health or co-
morbidities.

Struggled to
understand the
Heart Manual,
causing
misunderstanding
s, anxiety and
misjudgements
and

maladjustment.
287

Madden 2011:
geographical
location of
services 3

O’Driscoll 2007:
staff unclear if
hospital could
provide transport
Pell 1998:
parking/ lack of
access to suitable
transport/ cost of
transport;
community venue
easier to attend

Jones 2007:

Needs of ethnic
minorities

South Asians:
transport difficulties,
mobility, distance to
travel. lack of access
to a car?®®

South Asian women

fearful of racial abuse

when waiting
outdoors for a taxi
provided by CRP;

being in the presence

of young male taxi
drivers unacceptable
for younger females;
anxious about
attending sessions

Differences in gender

Radley 1998: public
transport arrangements
not suitable

Women: Transport
barriers*®

Differences in older
/younger aged patients

Needs of those from Employment

low socioeconomic issues

background Language
barriers

Lack of transport*®
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Barriers

Referral
issues/insuffici
ent
information

General
population

heavy traffic, lack
of parking,
irregular bus
services, location
inconvenient
Rivett 2009:
Unhappy with city
centre location;
Lack of transport
Jones 2009:
difficulty parking

Jackson2012
Transport
difficulties (data
saturation). 2%’

Madden 2011:
Lack of
information on
which to base a
choice between
hospital and
home-based
programme (e.g.
different course
content); lack of
referral; patients
who had to find
rehab programme
rather than being

Needs of ethnic
minorities

held in high crime
areas?'®

Galdas 2012 (SR):
South Asians: lack of
referral, did not
know CRP available,
waiting to be
formally invited

Differences in gender

Radley 1998: women not
offered the opportunity to
attend

Differences in older

/younger aged patients

Needs of those from

low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

Time
constraints

General
population

offered it lost
motivation 3>

Jones 2007:
patients had not
been invited;
misunderstanding
(having been
given information
on times of
programmes but
had not got an
appointment with
a specific start
date)

Jackson 2012

Not being
informed or
invited and non-
availability.
Inadequate
information on
whether to
attend cardiac
rehabilitation or
coronary heart
disease groups

Madden 2011:
restricted choice
of times to attend

287

Needs of ethnic
minorities

Galdas 2012 (SR):

South Asians: lack of

time

Differences in gender

Differences in older
/younger aged patients

Tolmie 2009: older adults
(over 65 years): desire to
reduce time already being

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers

Madden 2011:
inflexible
working
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Barriers

General
population

hospital
programme; clash
with family

commitments 3°*

O’Driscoll 2007:
twice a week is
quite a tall order
really

Pell 1998:
conflicting
domestic
commitments
(dependent
family member);
dislike of class
times

McCorry 2009:
“didn’t want to
be running to
places where |
hadn’t time to

”

go...
Jones 2007: carer:
unable to leave
partner for
extended periods
required for
hospital
programme;

Needs of ethnic
minorities

Differences in gender

Needs of those from
low socioeconomic
background

Differences in older
/younger aged patients

spent attending clinics/
appointments

Employment
issues

Language
barriers

hours3*

Pell 1998:
conflicting work
commitments
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Barriers

Needs not

General
population

return to work
made attendance
difficult; unwilling
to go out in the
evening; only able
to attend in the
evening as relied
on working
daughter for
transport; time
unsuitable as
cannot exercise
after meals due
to indigestion;
wife having to
take too much
time off work to
take patient to
hospital 374

Rivett 2009:
Family demands;
Work demands;
Lack of time

Jackson 2012:
Mostly because
of work 287

Madden 2011:

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged patients

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

being met by
CR staff

General
population

staff running
home-based
service not
medical and
unable o answer
the patient’s
questions;
problems of staff
leave, retention,
sickness, lack of
like-for-like
maternity cover,
NHS restructuring
and short-term
financial crisis.3>*

O’Driscoll 2007:
lack of staff
leading to
information
overload, un-
interactive and
didactic teaching
with rapid pace
and sometimes
vague and too
general with
limited
clarifications;
contradicting or
omitted advice;

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged patients

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

Reluctant to
exercise and
unmotivated

General
population

lack of
psychologist to
provide support
(e.g. for
depression, stress
management)

Clark 2004: saw
professionals as
providing
inconsistent
information that
was
inappropriately
timed, as
coercive, overly
negative or too
intense 374

Jackson 2012:
Expressed
frustration at the
lack of CRP
support.?8’

Pell 1998: dislike
of exercise

Jones 2007: has
never done any
exercise so does

Needs of ethnic
minorities

Galdas 2012 (SR):
female South Asian
participants lacked
motivation to

exercise on their own

Differences in gender

Differences in older
/younger aged patients

Tolmie 2009: older adults
(over 65 years): classes
had little time for social
interaction; the leader
turned on the music and

Needs of those from
low socioeconomic
background

Employment
issues

Language
barriers

Madden 2011:
work
constraints
meant that
some patients
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Barriers

Unsure if it is
safe to

General
population

not know what to
expect or how to
doit

Jones 2009:
patients worried
about exercising
on their own in
home programme
and reluctant to
push themselves

Madden 2011:
bored/ depressed
doing exercises
alone at home®*

Jones 2007: lack
of motivation;
would not have
been motivated
on home
programme

Rivett 2009: Lack
of motivation

Needs of ethnic
minorities

Galdas 2012 (SR):
South Asian women

Differences in gender

Needs of those from
low socioeconomic
background

Differences in older
/younger aged patients

left participants to it so
little motivation to
continue attendance

Employment
issues

Language
barriers

could not join
group, but
found it hard to
do exercises on
their own and
said that group
would have
helped
motivation;
others thought
home-based
programme
more suitable
for those not
working and
hard to fit
exercises into
tiring work
day354
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Barriers

exercise
(location)

Costs

Religious
reasons

General
population

Rivett 2009: Too
expensive

Needs of ethnic
minorities

reluctant to exercise
outdoors and
unaccompanied:
found it difficult to
identify safe and
suitable walking
routes in inner-city
areas or to arrange
for a family member
to accompany them

Galdas 2012 (SR):
Gujarati Hindu
participants and
South Asian Muslims
felt that Ml and
recovery were tied to
fate or the will of
God (external locus
of control); low
perceived control of
patients towards
rehabilitation and
therefore low
adherence to CR
advice

Differences in gender

Galdas 2012 (SR): mixed
gender classes
problematic for Muslim
women due to need to
wear appropriate clothing
in mixed groups and
embarrassment about
exercising in front of
others. Early afternoon or
Friday CRP sessions
conflicted with call to
prayer for Muslim women

Differences in older
/younger aged patients

Needs of those from

low socioeconomic
background

Beauchamp 2010:
neighbourhood
deprivation and
unemployment;
programme cost

Employment
issues
Language
barriers
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Barriers

Lack of family
support

General
population

O’Driscoll 2007:
not all patients
informed that
family members
welcome to
attend rehab
programme;
constraints if
room not big
enough for
patients and
relatives

Rivett 2009: Lack
of female support

Needs of ethnic
minorities

Galdas 2012 (SR):
South Asian families
less inclined to
encourage family
members to
participate in regular
exercise as
recommended by
CRP providers; male
patients received
more family support
during rehabilitation
while female patients
attempted to modify
their lifestyle with
limited help.

male patients
received more family
support during
rehabilitation while
female patients
attempted to modify
their lifestyle with
limited help, some
South Asian women
reported they would
need their husband’s
agreement to attend
CRP

Differences in gender

Differences in older
/younger aged patients

Tolmie 2009: older adults
(over 65 years): comments
from a family member
who believed the person
wasn’t “at that stage” and
“wouldn’t gain anything”

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

Comorbidities

Needs of ethnic
minorities

General
population

O’Driscoll 2007:
limited level of
concentration

Pell 1998: clinical
problems (e.g.
worsening cardiac
symptoms or
other health
problems)
McCorry 2009:
“with the pain,
with the arthritis
you can’t do an
awful lot...you get
tired and then

you get weak”
374

McCorry 2009:
symptoms put
down to other
comorbidites (e.g.
asthma)

Jones 2007:
health problems
affecting ability to
do exercise (e.g.
emphysema,
arthritis, back
pain, angina,

Differences in gender

Women: previous cardiac
problems (felt they had
sufficient knowledge on
condition already) and/or
comorbidities (e.g.
prioritised spondylitis over
cardiac condition)*%®

Differences in older
/younger aged patients

Needs of those from
low socioeconomic
background

Tolmie 2009: older adults
(over 65 years): physically
restricting or socially
embarrassing problems
(e.g. arthritis,
incontinence)

Employment
issues
Language
barriers
Beauchamp

2010:
depression
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Barriers

Clothing

Feeling that
exercise is
inappropriate

General
population

waiting for hip
replacement) 374

Rivett 2009:
Injury or illness

Jackson 2012
physical
discomfort and
disability.?®”

Pell 1998: dislike
of exercise level

McCorry 2009:
belief that
keeping active
through everyday
activities was

Needs of ethnic
minorities

Differences in gender

Galdas 2012 (SR):
clothing
requirements for
exercise
incompatible with
traditional South
Asian dress including
long headscarves;
reluctance to adapt
to Western norms for
exercise attire

Galdas 2012 (SR):
South Asians feeling
no immediate benefit
from exercise; belief
that they were too
old to exercise;
having more exercise
forced on them than
they were prepared

Differences in older
/younger aged patients

Tolmie 2009: older adults
(over 65 years): belief
that exercise regime was
too strenuous / outwith
the person’s capabilities;
day to day activities
enough; severe pain or
exhaustion during or after
exercise session so too

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

General Needs of ethnic
population minorities
sufficient3”* to do

McCorry 2009: Galdas 2012 (SR):
feeling that South Asian women
existing had long-standing
management beliefs that exercise
sufficient: “I brings on chest pain
survived for 12

years... | didn’t

think it was worth
my while going in
[to CR]”374

Jones 2007: home
exercises too easy

Rivett 2009:
Joined other
facilities

Pell 1998:
perception that
attendance would
result in
increased
risk/advised
against

McCorry 2009:
concerns about
straining heart or

Differences in gender

Needs of those from
low socioeconomic
background

Differences in older
/younger aged patients

frightened to try again;
low-level exercise
programmes felt not to
provide any more benefit
than routine everyday
activities; negative beliefs
about ageing process and
extent to which health/
quality of life could be
improved; belief that
surgery/ drugs/
radiological interventions
more effective than
lifestyle change, and
beyond these
interventions, little could
be done

McCorry 2009: some
younger participants
thought CRP not
appropriate for them
because attendees
perceived to be elderly
and exercises not
appropriate for younger
people

Jones 2007: patients aged
between 52 and 60
thought that the other
patients were all old
people and did not feel

Employment
issues
Language
barriers

89D IDIN 40 @1epdn |eilied :uonuanald Alepuodas - ||A



(44}

sodlpuaaay

Barriers

Programme
culturally
insensitive

General Needs of ethnic
population minorities
becoming

breathless; “don’t
know whether
I’'m doing myself
any harm or
whether I'm
doing myself any
good”. Activity
that caused
participants to
breather more
heavily was not
thought to be
appropriate: “I'm
afraid really to
overdo things,
cause | don't
want to put a
strain on my
heart

obviously”374

Galdas 2012 (SR):
Dietary advice
inappropriate to
South Asians (e.g.
recommending dhal
which was perceived
to be food for poor
people);
embarrassment
about advice about

Differences in gender

Galdas 2012 (SR): South
Asian women
embarrassed about advice
about sexual relations

Differences in older

/younger aged patients

comfortable with this

Needs of those from

low socioeconomic
background

Employment
issues

Language
barriers

Galdas 2012
(SR): South
Asians: inability
to speak
English, lack of
audio- or video-
taped
information in
preferred
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Attitude/
remarks of

population

McCorry 2009: if
heart attack was

sexual relations,
assumptions made
by health
professionals on
basis of person’s
appearance

Radley 1998: doctor told

one woman that

/younger aged patients low socioeconomic issues

Tolmie 2009: older adults
(over 65 years): consultant

background

Beauchamp 2010:

strength of

Language
barriers
language or use
of interpreter,
lack of direct
communication
with patients so
lack of
opportunity to
emphasis
importance of
family
involvement in
rehabilitation.
Reliance on
family
members to
interpret could
go against usual
family roles and
privacy;
children tended
to avoid
conveying
negative
aspects and
seriousness of
parents’ cardiac
condition to
reduce distress
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Barriers

health
professionals

No desire to
extend
lifespan

Ambience of
CR centre

General
population

described as
“mild” (and
person perceived
they were back to
normal)374

Jones 2007:
Overcrowded; did
not enjoy it

Rivett 2009: Too
crowded; Lack of
enjoyment

Clark 2004:
thought
programme was
too narrow, too
short,
insufficiently
taxing and
unlikely to benefit

Needs of ethnic
minorities

Galdas 2012 (SR):
South Asians:
preference for
private home-based
CR programme.
Female South Asian
participants lacked
confidence to take
part in group
exercise activities

Galdas 2012 (SR):
female South Asian
participants lacked
confidence to take
part in group

Differences in gender

attendance “wasn’t
necessary”

Differences in older
/younger aged patients

who made the person feel
“worthless”; member of
CRP who told them they
didn’t think there was
much they could do for
the patient

Tolmie 2009: older adults
(over 65 years): “not really
keen on staying too
long...rather live a natural
life than to ... linger on
and become a burden to
people...when it’s done,
it's done”

Needs of those from
low socioeconomic
background

recommendation from
professionals; scepticism
from professionals about
ability of lower SES
patients to make lifestyle
change

Employment
issues
Language
barriers
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Barriers

General
population

them; saw
attenders as old,
illness-focused
and “needy” 374

Clark 2005:
surprise that CRP
was principally
group-based

Pell 1998: dislike
of large mixed-
sex classes

Clark 2005:
initially
uncomfortable
exercising in
group “concerned
about doing
exercises in front
of other people in
case | make a fool
of myself”;
“stayed at the
back ... so nobody
would watch us”;
concerned that
programme
would be tailored

Needs of ethnic
minorities

exercise activities

Radley 1998: woman
did not like group
arrangement (would
have preferred one-
to-one sessions);
being the only
woman in a group of
mostly younger men
made women self-
conscious and
hindered
involvement

Differences in gender

Differences in older

/younger aged patients

Needs of those from

low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

Uncomfortabl
e seeking help
or had lack of
support

General
population

to the needs of
others to the
neglect of their
own needs

Blake 2009: never
been in a gym
before

Jackson2012Do
not like the
group.?®’

Jackson 2112
Reticence about
highlighting
health service
difficulties and
reluctance to ask
for support.

Deterred by
perceived
judgement, staff
attitudes
regarding issues,
for example
smoking or their
motivation.?®”

Jackson 2012

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged patients

Needs of those from
low socioeconomic
background

Employment
issues
Language
barriers
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Barriers

G.1.1

Facilitators

Motivation:
Desire to
reduce risk of
secondary Ml

General
population

Follow-up
support was too
late, too brief or
did not addressed
key needs
particularly
regarding mental,
emotional, and
for some
cognitive issues.

Lack of long-term
support.?®’

General
population

Martin 2012:
understanding
among
participants of
health benefits of
continuing to
adhere to
physical activity —
this should be

Needs of ethnic
minorities

Needs of ethnic
minorities

Galdas 2012 (SR):
some South Asians
(e.g. Sikhs) felt that
MI was an indication
from God that they
had not looked after
their health, so
willing to make
lifestyle changes to

Differences in older
/younger aged patients

Differences in gender

Summary of patient barriers to the uptake of and adherence to cardiac rehabilitation

Differences in older
/younger aged
patients

Differences in gender

Women: being able to do
something to control the
condition; able to identify
causes of condition and
appreciate importance of
appropriate lifestyle
control (smoking, diet,
exercise)*®

Needs of those from
low socioeconomic

background

Needs of those from low

socioeconomic
background

Employment
issues
Language
barriers

Employment
issues
Language-
barriers
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Facilitators

Motivation:
Desire to
achieve goals

General
population

reinforced by
staff; continued
participation as
an insurance
policy against
being in stage

they had just left;

keeping on the
straight and
narrow

Clark 2004: saw
attendance as

rational choice 37*

Clark 2004: saw

their CHD event
as a warning that

they should
change their
behaviour 374

Jones 2007: did
exercises so he
could return to
work; “hope to
improve
by...doing it”

Needs of ethnic
minorities

take personal
responsibility and
guard against future
problems

Differences in gender

Women: Determination to
make a good recovery;
self-motivated; complying
with advice; attempting to
control the condition; feel
confident (although
require support); learning
how to cope*®®

Maclnnes 2005: desire to

Differences in older
/younger aged
patients

Tolmie 2009: older adults
(over 65 years): “silly not
to do it”; wanted
“something to help me
get back on my feet
again”; essential part of
recovery

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Support from
family and
friends

Programme
appropriate

General Needs of ethnic
population minorities
Martin 2012:

instrumental and
social support
from family and
friends (i.e.
encouragement
that spurred
participants on;
giving a lift to the
venue)

Jones 2009:
support from
family members,
some of whom
also did the
exercises and
make lifestyle
changes

Madden 2011:
home-based

Galdas 2012 (SR):
Attendance higher

Differences in gender

return to level of
independence and
normality and regain
control; “exercise
programme would help
me get back on my feet”;
“I knew | would get an
awful lot out of it”3>2

Women: family support
essential for returning to
normal activities; positive
endorsement form family
or friends who had
previously attended
programme; practical
support/ transport from
partners 8

Jones 2007: partner,
family and community
supporting changes to
lifestyle (e.g. smoking,
diet)

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Beauchamp 2010: pre-
arranged collection or

Employment
issues
Language-
barriers

Galdas 2012
(SR): Participant
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including
language,
timing,
location,
transport

(019
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General
population

programme
avoids transport
problems and
being tied to fixed
schedule, avoids
problem when
person does not
want to join a
group, avoids the
problem that
exercises done in
a group (of mainly
older people) not
appropriate for a
younger person3>*

Jones 2007: time/
place convenient

Jones 2009:
exercises well
planned; gradual
build up helped
to build
confidence;
education
programme
helped them
learn more about
what had

Needs of ethnic
minorities

when programme
“culturally
competent”;
participants valued
opportunities for
one-to-one
discussions with
Punjabi-speaking
healthcare
professionals;
practical, culturally
relevant dietary
advice

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

home-based programmes

Employment
issues

Language-
barriers

who had
returned to
work were able
to attend
programme
because held in
the evening

Galdas 2012
(SR):
participants
valued
opportunities
for one-to-one
discussions
with Punjabi-
speaking
healthcare
professionals
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Facilitators

Support of
health
professionals

General
population

happened to
them and how to
improve their
lifestyle; sessions
on medication
particularly
valued; “good
balance between
the walking and
the lifting and the
tread up and
down...they give
you a little bit of
everything there”

Martin 2012:
instrumental
support from
health
professionals (i.e.
encouraged to
progress from
Phase lll to Phase
IV CRP; outlining
location, time and
enrolment
procedures) and
programme staff
(i.e. making
participants feel
at ease; nice;
made them feel

Needs of ethnic
minorities

Galdas 2012 (SR):
South Asians valued
personal support,

attention and caring

environment
provided by health
professionals

Differences in gender

Women: opportunity to

receive expert advice*®®

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

General
population

welcome);
maintaining
support for
newcomers to the
programme
Jones 2009:
patients positive
about nurse
support; nurses
very friendly, easy
to talk to, helpful
and
knowledgeable;
“If you’ve got any
problems mental
or physical they
were there to
help”

Clark 2004: saw
health
professionals as
experts and as
useful sources of
knowledge; seen
as interested in
safety and
wellbeing of
patients

Clark 2005:
atmosphere
generated by

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Needs of ethnic
minorities

General
population

professionals
(and other
participants)
friendly,
encouraging and
supportive; staff
care and interest
in the individual
was valued and
perceived as
reassuring 374

Martin 2012:
Safety benefits of
exercising in the
presence of
specialist staff;
feeling safe
Jones 2009: Lack
of confidence;
little idea of what
type or level of
exercise was safe
and appropriate;
although positive
about
participating in
CRP they felt that
exercise could do
harm as well as
good; exercising

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Peer support

General
population

under supervision
important to allay
fears about
possible risks of
exercise

Clark 2005:
exercise sessions
safe as supervised
by well qualified
health
professionals

Martin 2012:
social support
from fellow
participants (i.e.
company and fun;
opportunity to
exercise with
people who are in
the same boat)
Jones 2007:
enjoyed the
atmosphere of
hospital
programmes;
found it friendly
and fun; enjoyed
the company;
gained motivation

Needs of ethnic
minorities

Galdas 2012 (SR):
peer support
identified as crucial
by Punjabi Sikhs
Radley 1998: having
attended the CRP
was a continuing
source of support in
the months after
discharge

Differences in older
/younger aged
patients

Differences in gender

Women: being alone
would have been a barrier
to attending CRP; meeting
others was important*®

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Needs of ethnic
minorities

General
population

working in a
group; “with
some other
fellows and
you’re having a
laugh and a joke”;
“liked the
friendship of the
group...You can
see if he’s doing
better than you
and that’s what
you want isn’t it”
Jones 2009:
enjoyed
exercising in a
group and mixing
with other
people; gained
motivation and
support from
other patients
Clark 2004:
gained
encouragement
from other
patients that
decreased
embarrassment
at first exercising
with a group;

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

General
population

group increased
confidence,
motivation and
fitness;
camaraderie;
others “in the
same boat”;
similar in age,
circumstances
and difficulties®”*

Clark 2005:
perceived
similarity with
others; being in
the same boat;
rapport between
participants
increased
motivation to
attend; mutual
encouragement;
atmosphere
generated by

other participants

(and
professionals)
friendly,
encouraging and
supportive

Needs of ethnic
minorities

Differences in gender

Differences in older

/younger aged
patients

Needs of those from low

socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Opportunity
to attend
either a home
based or
hospital based
CRP

General
population

Madden 2011:
instructors could
give more
guidance and
perform
assessments,
enough space and
enough
equipment3>*

Jones 2007:
difficulty with
motivation on
home programme
and worried
about doing too
much or too little
- preferred
supervision

Jones 2009:
having regular
appointments to
attend sessions at
hospital
important
motivation;
would have been
less likely to
complete

Needs of ethnic
minorities

Galdas 2012 (SR):
some South Asian
patients preferred to
attend hospital-
based CRP for
motivation, feeling
safer, being more
closely monitored by
staff and availability
of equipment

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Design of the
CRP

General
population

exercises at home

Jones 2009: some
home-based
patients would
have found it
difficult to attend
hospital
programmes
because of
transport
difficulties or
carer
responsibilities;
“don’t like the
idea of having to
go to a gym,
getting there,
doing whatever
you’re doing, with
a lot of other
people”

Martin 2012:
exercises carried
out in class were
novel and
stimulating;
increasing
challenge and
variety of

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

General
population

exercises
maintained
motivation, as
would goal
setting, fitness
tests and
feedback

Jones 2007:
learnt new things
about
medication, diet,
how the heart
works; used
relaxation tape;
enjoyable;
motivated
participants
“pushed you
outside...to start
getting about”; “a
lot of
information...if |
get a bit worried
about anything |
can always refer
to that [Heart
Manual]”

Jones 2009: Heart
Manual well
organised;
covered a range

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

General
population

of topics in
addition to
exercise; helpful
information and
advice; positive
and encouraging;
advice relevant to
patients’
experience; read
and followed
dietary advice;
relaxation tapes
good; recording
the exercises
helped with
motivation as
patients knew
nurse would be
coming and
encouraging to be
able to look back
and see the
progress they had
made

Clark 2005:
importance of
health education
sessions with new
information or
that reinforced
what they already

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Able to
introduce
components
into their daily
routine

Sense of

General
population

knew or was
reassuring

Martin 2012:
commitment to
attend; sets
targets for keep
fit at set hours

Jones 2009: home
exercises became
lifestyle change
rather than a
treatment; being
able to fit
exercise around
normal routine
rather than
attending hospital
at set times;
continuing to
exercise
“addicted to
them”

Clark 2005:
normalising
exercise to be an
integral part of
everyday life

Martin 2012:

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

purpose and
identity

Provided a
sense of
control, that
their future
was in their
own hands

General
population

gives participants
a sense of
identity, a place
in society;
knowing where
they are going
today

Jones 2009: being
in a group like
belonging to a
community and
being related to
each other

Clark 2005: sense
of not being
alone; similar
challenges ahead;
collective identity

Martin 2012: “I
wanted to do it
myself...You
needed to get out
there and start
your life again.”
Task self-efficacy:
ability to
successfully
perform exercises

Needs of ethnic
minorities

Differences in gender

Women: expected CRP to
increase confidence and
offer reassurance; feeling
able to negotiate about
exercise levels at CRP 488

Maclnnes 2005: “when
you live on your own you
have to look after
yourself”3>2

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

General
population

showed
participants what
they could do,
built confidence.
Barrier self-
efficacy: distance
from venue and
traffic were
inconvenient but
did not lead to
non-participation
(i.e. people
overcame these
barriers).
Recovery self-
efficacy: lapses in
adherence (e.g.
due to holidays)
but then returned
to programme

Jones 2009: home
programme:
more in control of
own
rehabilitation

Clark 2004: saw
themselves as
active against

Needs of ethnic
minorities

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Method of
recruitment
(recommenda
tion)

Needs of ethnic
minorities

General
population

CHD and capable
of managing it;
realised they
could safely put
their bodies
under pressure
during exercise

Martin 2012:
existing
participants could
be used to
encourage new
people to join
programme;
information to
health
professionals to
increase
awareness of
availability of
CRP; Phase Il
staff visiting
Phase IV CRP;
patients in Phase
11l having a visit to
Phase IV to
reduce initial
anxiety; need for
quick transfer
from Phase Il to
Phase IV

Differences in gender

Differences in older
/younger aged
patients

Needs of those from low
socioeconomic
background

Employment
issues
Language-
barriers
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Facilitators

Felt the
benefit from
the CRP

General Needs of ethnic Differences in gender Differences in older Needs of those from low Employment
population minorities /younger aged socioeconomic issues
patients background Language-
barriers
Jones 2009:

Enjoyed and
benefitted from
CRP; feeling an
improvement in
health; regaining
confidence to
return to
activities they
enjoyed; learnt
about heart;
made lifestyle
changes

Clark 2004:
gained a new
sense of what it
meant to be fit

Clark 2005: Being
with other former
cardiac patients
at different stages
in rehabilitation
demonstrated
that progressively
high levels of
fitness could be
achieved by
people with
cardiac disease
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Facilitator

Unsure whose role it
is to arrange CRP,
referral issues

Problems of
tailoring CRP to the
individual

Primary/secondary
care interface

Lack of resources

Restricted choice of
location

Need to follow up
patients who do not
attend

Staff morale

Facilitator

Support from other
health care
professionals to aid
uptake and
adherence on CRP

Tailoring advice to
individuals

G.1.2 Summary of healthcare professional barriers to the uptake of and adherence to cardiac rehabilitation

Summary

Madden 2011: gaps in individual patient pathways, especially for patients who moved between hospitals for treatment3>*

Halcox 2011: Underestimation of the importance of a menu-based approach, the fact that patients have variable expectations about
rehabilitation and motivations

O’Driscoll 2007: “people in the lower socioeconomic group don’t do as well...they don’t have the knowledge...their needs are very different”

Halcox 2011: better integration between primary and secondary healthcare needed to improve provision of a consistent service

Madden 2011: insufficient appropriately trained staff; lack of interpreters3>*

O’Driscoll 2007: behind in milestones due to timing of receiving funding; “Cinderella service”; limited personnel resources; limited staff time for
each patient leading to information overload; limited access to interpreters

Proudfoot 2007: staffing levels: low levels of physiotherapists, dieticians and clinical psychologists; lack of funding; time constraints; lack of
resources

Madden 2011: Home based service only offered to patients who refused or could not participate in hospital or community based services, not
offered as a positive choice (so tend to get unmotivated patients)®**

O’Driscoll 2007: important that cardiac staff contact the patients to explore possible barriers and if possible provide assistance to facilitate
attendance

O’Driscoll 2007: modernisation of NHS has increased workload and pressure and decreased inspiration and enthusiasm; “would be bored to
tears if all | did was cardiac rehab”; “so much more we need to do”

G.1.3 Summary of healthcare professional facilitators to the uptake of and adherence to cardiac rehabilitation

Summary

Halcox 2011: GPs and cardiologists used regular consultations or involved other healthcare professionals to motivate patients to pursue a
healthy lifestyle

Halcox 2011: Take ethnicity into account when delivering dietary advice; addressing health and social needs; tailoring advice to health beliefs or
culture
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Choice of location Madden 2011: choice offered between hospital and community location3>

G.2 Lifestyle

LYT

sodlpuaaay

G.2.1 Omega-3 fatty acids
Table 1: Galan 20112%
Reference Study Number Patient Intervention Comparison Length of Outcome Effect sizes Comments
type of characteristics follow-up measures
patients
Author Multic Al Inclusion criteria: Group 1: vitamin B Group 4: Follow-up Outcome 1: Omega-3: Funding:
Galan P, entre patients:  participants with ~ + omega-3 Placebo Median 4.7  Cardiovascular  20/1253 SU.FOL.OM3
Kesse-Guyot RCT N=2501 a history of N=620 randomised N=626 years Death Control: 20/1248 French Ministry
E, randomis  cardiovascular N=620 (ITT/ACA) randomised of
Czernichow ed disease N=547 N=626 Research/Minist
S, Briancon N=2501 were recruited (PPA,completers)  (ITT/ACA) ry of
S, Blacher J, | ] %l ! Outcome 2: Omega-3: health/Soexo,
Hercberg S; 3 via a network o Intervention IS (R Myocardial 9 Candia
<= Drop-outs 417 cardiologists,  jatails completers) ML 32/1253 (2.6%) .
SU.FOL.OM ) . infarction (non- C |: 28/1248 Unilever,
(don’t neurologists, . B e ontrol: 28/
3 I I 1xday Gelatin ) fatal) (2.2%) Danone, Roche
Collaborativ SRR c.>t. e capsule containing ~ details N Lab, Merck
T thed . physicians in 257 600mg of EPAand  1x day I:F;.Ol.15 (0.69 to el Falbe
study): csntres;] DHA ata 2:1ratio  Placebo :90)
N=279/25 throughout )
Title Effects 01 / France. Men and anc > copsule Lo siliots:
o 1o . e methyletrahydrofo Outcome 3: Omega-3: S
vitamins N late (550ug), Vit B- Stroke 29/1253(2.3%)  patients
due to 80 years who G (3mg) and B-12 )
and omega withdrew Control: 28/1248  reported as died
had had an acute  (20ug) o .
3 ethyl (2.2%) in Table 1 are
consent, coronary or . .
esters on | HR: 1.04 (0.62 to included in total
cardiovascul 0t £0 CElEIE] Group 2: Omega- number of
. follow-up jschaemic 3 1.75) :
ar diseases: e RG], o patients who
2 Includin event withinthe  N_g33 randomised o 2 o ] died in Fig 4.
randomised ¢ 8 12 months before N=633 (ITT/ACA) utcome 4: mega-3:
N=53(2.1 All 152/1253
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Reference

placebo
controlled
trial.

Journal
BMJ. 2010
Nov
29;341:c627
3. doi:
10.1136/bm
j.c6273.

Multicentre:
Yes.

Country:Fra
nce

Randomisati
on:
Computeris
ed block
sequence
stratified by
3 age
groups (44-
54, 55-64,
65-80), sex,
prior
disease

at

Study
type

Number
of
patients
%)
stopped
due to AE

inhibitors
342 (54.6)
Aspirin or
antiplatel
et agent

588 (93.9)

ARB 70
(11.2)

Calcium
channel
blockers
86 (13.7)
Drop
outs:
N=65 (33
withdrew
consent, 8
lost to
follow-up,
24 died)

Patient
characteristics

randomisation

were eligible to
participate.

In 2003 the
inclusion criteria
were amended to
include
suspected acute
coronary
syndrome
without
characteristic
electrocardiograp
hic evidence of
myocardial
infarction
provided there
was angiographic
evidence

of coronary
arterydisease.

Exclusion
criteria:
Exclusion criteria
included age (<45
years or>80
years),

ill defined
diagnosis of

Intervention

N=572
(PPA,completers)
Intervention
details

1xday Gelatin
capsule containing
600mg of EPA and
DHA at a 2:1 ratio

Group 3: Vitamin
B

N=622 randomised
N=622 (ITT/ACA)
N=542
(PPA,completers)
Intervention
details
Intervention
details

1x day Gelatin
capsule containing
5-
methyletrahydrofo
late (550ug), Vit B-
G (3mg) and B-12
(20ug)

Combined groups:
Vitamin B=ITT
N=Vit B (VitB &

Comparison

Length of
follow-up

Outcome
measures

revascularisatio
ns

Outcome 5:

All-cause
mortality

Effect sizes

(12.2%)

Control:
156/1248
(12.5%)

HR: 0.97 (0.78 to
1.22)

Omega-3:
58/1253 (4.7%)
Control: 59/1248
(4.7%)

HR: 1.03 (0.72 to
1.48)

Comments

Calculated CV
death from
outcome Major
CV event.
Additional
outcomes:
arrhythmia,
Major CV events
supraventricular
arrhythmia,
cardiac surgery
of any

kind,

transient
ischaemic
attack,

deep vein
thrombosis,
pulmonary
embolism,
carotid surgery
or carotid artery
angioplasty,
peripheral
arterial surgery
or angioplasty,
any vascular
procedure,
Resuscitation
from sudden
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Reference Study Number

type of
patients

enrolment

(myocardial

infarction,

acute

coronary

syndrome,

or

ischaemic

stroke) and

recruitment

centre.

Permuted

block

randomisati

on (with

block

size

randomly

selected as

8) was used.

Blinding:
Double
blind

Allocation
concealmen
t:

Unclear

Outcome

Patient
characteristics

cardiovascular
disease, inability
or unwillingness
to comply with
study treatment,
and

disease or
treatment that
might interfere
with
metabolismof
homocysteine or
omega 3 ethyl
esters, in
particular
methotrexate for
treating cancer or
rheumatoid
arthritis and
chronic renal
failure (plasma
creatinine
concentration
>200 umol/I or
creatinine
clearance<40
ml/min).

Group 1: Vit B +
Omega 3 (45.2%

Intervention

VitB+Omega) vs.
Controls (Omega &
Placebo)

Omega=ITT
N=1253, Omega
(Omega &
VitB+Omega) vs.
N=1248, Controls
(VitB & Placebo)

Concomitant
therapy:

BB

Aspirin

ACEi

ARB

CCB

Comparison

Length of
follow-up

Outcome
measures

Effect sizes

Comments

death

A coronary
event = as either
Ml or acute
coronary
syndrome.

Acute coronary
syndrome
without
myocardial
infarction

Notes:

Side effects:
Chiefly
gastrointestinal
disturbances,
nausea and
cutaneous
reaction
accounted for
2.1% of patients
withdrawing;
2.6% in omega
3,and 2% in
controls
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Reference Study Number
type of
patients
assessment:
Major
cardiovascul
ar

event—
non-fatal
myocardial
infarction,
ischaemic
stroke, or
death from
cardiovascul
ar disease
(including
fatal
myocardial
infarction,
stroke,
sudden
death
(within one
hour of
onset of
acute
symptoms
in

the absence
of violence
or
accident),
aortic
dissection,

Patient Intervention
characteristics

Comparison

history Ml)
Mean age
(range): 60.5
(53.9-68.9)

No. of men: 493
(79.5)

Current Smoking:
69 (11.4)

No (%) with
inclusion criteria
MI 280 (45.2)
Unstable angina
176 (28.4)

Stroke 164 (26.4)
No (%). using
medication

BB 409 (66)

ACE inhibitors
340 (54.8)
Aspirin or
antiplatelet agent
569 (85.7)

ARB 61 (9.8)
Calcium channel
blockers 86 (13.9)
Drop outs: N=73
(31 withdrew
consent, 5 lost to
follow-up, 37
died).

Length of
follow-up

Outcome
measures

Effect sizes

Comments
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Reference Study Number
type of
patients

cardiac
failure, or
other fatal
event
defined by
the medical

committee
as having a
cardiovascul
ar cause).

Death from
all causes

Revascularis
ations:
coronary
and
peripheral
arteries
revasculariz
ation,
resuscitatio
n from
sudden
death,
CABG.

Myocardial
infarction
was defined

Patient Intervention
characteristics

Comparison

Group 2: Omega
3 (47.4% history
Mil)

Mean age
(range): 60.4

No. of men: 501
(79.2)

Current Smoking:
70 (11.3)

No (%) with
inclusion criteria
MI 300 (47.4)
Unstable angina
185 (29.2)
Stroke 148 (23.4)
No. using
medication

BB 431 (68.1)
ACE inhibitors
331 (52.3)
Aspirin or
antiplatelet agent
595 (94.0)

ARB: 44 (7.0)
Calcium channel
blockers 103
(16.3)

Drop outs: N=61
(30 withdrew

Length of
follow-up

Outcome
measures

Effect sizes

Comments
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Reference Study Number
type of
patients

on the basis
of two or
more of the
criteria—
typical
chest pain,
electrocardi
ographic
changes
consistent
with
myocardial
infarction,
and cardiac
enzyme

increase.

Stroke an
acute
cerebral
ischaemic
event
(stroke) =
an
ischaemic
cerebrovasc
ular
accident
based on
clinical

criteria
confirmed

Patient
characteristics

consent, 2 lost to
follow-up, 29
died)

Group 3: Vitamin
B46.3% history
Mil)

Mean age
(range): 60.7
(54.7 -68.3)
Current Smoking
67 (10.9)

No (%) with
inclusion criteria
Ml 288 (46.3)
Unstable angina
168 (27)

Stroke 166 (26.7)
No. (%) using
medication

BB 422 (67.9)
ACE inhibitors
584 (93.9)
Aspirin or
antiplatelet agent
584 (93.9)

ARB 64 (10.3)
Calcium channel
blockers 79 (12.7)

Intervention

Comparison

Length of
follow-up

Outcome
measures

Effect sizes

Comments
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Reference Study Number
type of

patients

by

computed

tomography

or magnetic

resonance

imaging and

a Rankin

score £3 at

inclusion
(IcD-10
codes
163.0—
163.9).
Individuals
with
transient
ischaemic
attacks
were not
eligible for

inclusion.

Sample size
calculation:

The sample
size was
calculated
for the
estimated
event

rate of

Patient
characteristics

Drop outs: N=80
(33 withdrew
consent, 3 lost to
follow-up, 44
died)

Group 4: Placebo
(45% history Ml)
Mean age
(range): 60.9
(54.4-68.1)

Current Smoking
63 (10.1)

No (%) with
inclusion criteria
MI 282 (45)

Unstable angina
184 (29.4)

Stroke 160 (25.6)
No (%). using
medication

BB 428 (68.4)
ACE inhibitors
342 (54.6)

Aspirin or
antiplatelet agent
588 (93.9)

ARB 70 (11.2)
Calcium channel
blockers 86 (13.7)

Intervention

Comparison

Length of
follow-up

Outcome
measures

Effect sizes

Comments
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Reference Study Number
type of

patients

0.087 in the

placebo

group,

based on

the event

rates
observed in
previous
trials in
similar
populations
and in
epidemiolog
ical
studies.35-
37

The planned
enrolment
of 2500
participants

with an
average
follow-up of
five years
was
expected
to have
more than
90% power
to detect a
10%
reduction

Patient
characteristics

Drop outs: N=65
(33 withdrew
consent, 8 lost to
follow-up, 24
died)

Intervention

Comparison

Length of
follow-up

Outcome
measures

Effect sizes

Comments
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Reference Study Number
type of
patients

in the
relative risk
of major
vascular
events
associated

with B
vitamins or
omega 3
ethyl esters
and a 19%
reduction
for the
combinatio
n of omega
3

and B
vitamins,
given a two
sided a
value of
0.05.35

Type of
analysis
ITT

Hazard
ratios
(adjusted
for age and
sex)

Patient
characteristics

Intervention

Comparison

Length of
follow-up

Outcome
measures

Effect sizes

Comments
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Reference

Compliance
rates:
Response
rate for
completed
questionnai
res was
99%, 96%,
94%, 95% at
6,12,24 and
end of trial
respectively
80% said
they were
compliant
with the
treatment
(at least
80% of
treatment)
in both
groups

Table 2:

Reference

Author [No
authors listed]

Study Number
type of
patients

GISSI 1999728

Study Number of

type patients

RCT All patients:
N=11324

Patient
characteristics

Patients
characteristics

Inclusion
criteria:
Patients with

Intervention

Intervention

Group 1: 3-PUFA
N=2836

Comparison

Comparison

Comparison
3-PUFA
(3PUFAZVitE)

Length of
follow-up

Length of
follow up

Follow-up:
6,12, 18, 30
and 42

Outcome
measures

Outcome
measures

Outcome 1:

All-cause
mortality

Effect sizes

Effect sizes

3-PUFA:
236/2836

Control:

Comments

Comments

Funding:
Bristol-Myers
Squibb,
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Reference

Title Dietary
supplementati
on with n-3
polyunsaturat
ed fatty acids
and vitamin E
after
myocardial
infarction:
results of the
GISSI-
Prevenzione
trial. Gruppo
Italiano per lo
Studio della
Sopravvivenza
nell'Infarto
miocardico.

Journal
Lancet. 1999
Aug
7;354(9177):4
47-55.

Multicentre:
172

Country:ltaly

Randomisatio

Study Number of

type

patients
randomised
N=11324 ITT
Drop-outs
(don’t
complete
the study):
N=3141
(28%)

Patients
characteristics
recent <3
months MI. No
contraindicatio
ns to the
dietary
supplements,
were able to
provide written
consent, and
had no
unfavourable
short term
outlook. No
age limits.

Exclusion
criteria: None
listed

Group 1: 3-
PUFA

Mean age (SD):
59.4 (10.4)
Male/Female:
2403
(84.7%):433
(15.3%)

Time from Ml to
randomisation,
days (SD): 25.4
(21)

<10: 752

Intervention

randomised
N=2836 (ITT)
N=2836
(completers)
Intervention
details

1 gelatin capsule
containing 850-
882 mg of EPA
and DHA in
average ratio of
1:2.

Group 2:Vitamin
E

N=2830
randomised
N=2830 (ITT)
N=2830
(completers)

Intervention
details

300 mg Vit Ein
capsule

Group 3: 3-
PUFA+Vitamin E
N=2830
randomised
N=2830 (ITT)
N=2830

Comparison

vs. Control
(VitEx
Control)

Length of
follow up
months (or
3.5 yrs)

Outcome
measures

Outcome 2:
Cardiovascular
death

Outcome 3.
Sudden death

Outcome 4:
Fatal and non-
fatal stroke

Outcome 5:
Non-fatal Mi
(CHD death
and non-fatal
Ml) — (CHD
death)
Outcome 6:

Adverse
events —

Effect sizes

293/2828

3-PUFA:
291/5666

Control:348/5668

Relative risk:0.83
95% Cl: (0.71-
0.97)

3-PUFA:
122/5666

Controls:
164/5668

3-PUFA:
424/5666

Control:485/5668
Relative risk:0.87
95% Cl: (0.76-
0.99)

3-PUFA:
133/5666
Control:137/5668

3-PUFA:
3.8%=215/5666

Control: 2.1%

Comments

Pharmacia-
Uphon +
Societa Prodotti
Antibiotici
(supplied 3-
PUFA), and
Pfizer,

Bracco supplied
Vit E.

Limitations:

Could not be
certain on

calculation of
non-fatal Ml.

Additional
outcomes:

Event free
survival

Overall survival

Cumulative:
death, non-fatal
MI, non-fatal
stroke

Cardiac death
Coronary death
Sudden death
Other deaths

Non-fatal CV
events
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Reference

n: Over
telephone and
by computer
network.
Treatments
were
automatically
assigned from
a program
based on the
biased-coin
algorithm,
which allowed
stratification
by hospital.

Allocation
concealment:
Yes. Central
randomisation

Randomisatio
n was kept at
coordinating

centre.

Blinding: No.
Open label

Outcome
assessment:
Unclear.

Study
type

Number of
patients

Patients
characteristics
(26.5%)

10-15: 641
(22.6%)

16-30: 613
(21.6%)

>31: 830
(29.3%)

Drop outs: 771
(3 lost to
follow-up, 768
discontinued 3-
PUFA)

Group 2:
Vitamin E
Mean age (SD):
59.3 (10.5)
Male/Female:
2398
(84.7%):432
(15.3%)

Time from Ml to
randomisation:
25.4 (21)
<10:727
(25.7%)

10-15: 661
(23.4%)

16-30: 644
(22.8%)
>31:798
(28.2%)

Intervention

(completers)
Intervention
details
Combined above
in one capsule.

Group 4: Control
N=2828
randomised
N=2828 (ITT)
N=2828
(completers)
Intervention
details

No supplement.
Unclear if given
any capsules.

Concomitant
therapy:
Patients were
asked to adhere
to recommended
preventative
treatments —
aspirin, BB, ACEi.
92% were on
antiplatelet
therapy at
baseline and 83%
at 42 months.

Comparison

Length of
follow up

Outcome
measures
reason
fordiscontinui
ng.

Outcome 6:

Revascularisat
ion at 42
months

Effect sizes

119/5668

Gastrointestinal
disturbances and
nausea most
common.

4.9% and 1.4% in
n-3 PUFA and
2.9% and 0.4% in

Vit E respectively.

3-PUFA:
1369/5666

Control:
1321/5668

Comments

Cumulative:
Cardiovascular
death+non-
fatal Ml+non-
fatal stroke

Notes: Side-
effects:
Gastrointestinal
disturbances
and nausea
were the most
frequently
reported side-
effects (4.9%
and 1.4% in 3-
PUFA
respectively)
and 2.9% and
0.4% in Vit E
recipients
respectively.
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Reference

All-cause
mortality:
Non-fatal MI:
at least 2 of
the following:
chest pain of
typical
intensity and
duration: ST
segment
elevation or
depression of
1mm or more
in any limb
lead of the
ECG, of 2mm
or more in
precordial
lead or both:
or at least a
doubling in
necrosis
enzymes

Fatal Ml:
investigator
identified this
complication
on a standard
form or if a
death
certificate or
hospital
records

Study Number of
type patients

Patients
characteristics

Drop outs: 691
(4 lost to
follow-up, 687
discontinued Vit
E)

Group 3: 3-
PUFA and Vit E
Mean age (SD):
59.1 (10.5)
Male/Female:
2451
(86.6%):379
(13.3%)

Time from Ml to
randomisation:
25.4 (21)

<10: 731
(25.8%)

10-15: 665
(23.5%)

16-30: 675
(23.9%)

>31: 759
(26.8%)

Drop outs: 1660
(4 lost to
follow-up, 848
discontinued 3-
PUFA, 808
discontinued Vit

Intervention Comparison

46% were on ACEi
at baseline, and
38% at 42
months.

45% were on BB
at baseline and

39% at 42
months.

Length of
follow up

Outcome
measures

Effect sizes

Comments
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Reference

showed a fatal
MI.

Non-fatal
stroke:
unequivocal
signs or
symptoms of
remaining
neurological
deficit, with
sudden onset
and a duration
of more than
24 h.
Diagnosis of
fatal stroke
also met these
criteria, or
hospital
records or
death
certificate.

Sample size
calculation:
Cumulative
rate of death,
non-fatal Ml
and stroke in
control group
was estimated
at 20% over
3.5 yrs.

Study Number of

type

patients

Patients
characteristics
E)

Group 4:
Control

Mean age (SD):
59.4 (10.5)
Male/Female:
2407
(85.1%):421
(14.9%)

Time from Ml to
randomisation:
25.2 (21.1)
<10: 754
(26.7%)

10-15: 637
(22.5%)

16-30: 645
(22.8%)
>31:792 (28%)
Drop outs: 19 (2
lost to follow-
up, 15 received
3-PUFA, 2 Vit E)

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect sizes

Comments
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Reference

Sample size
was calculated
to compare
the main
endpoint in
each group to
that of the
control group
(3000 /group,
relative risk
decrease of
20%) and to
test combined
treatment
would
decrease by a
further 20%
vs. PUFA and
VitE alone.

Type of
analysis

ITT

HR: Kaplan-
Meier survival
curves

Compliance
rates:
Information
on vital status
was available
for 99.9% of

Study Number of

type

patients

Patients
characteristics

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect sizes

Comments
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Reference Study Number of
type patients
population.
Table3: Kromhout 20103
Reference Study Number of
type patients
Author RCT  All patients:
Kromhout D, N=4837
Giltay EJ, randomised
Geleijnse JM; N=4837 ITT
Alpha Omega Drop-outs
Trial Group (don’t
complete
Title the study):
n-3 fatty acids N=1034
and drop outs
cardiovascular (21.4%) but
events after data was
myocardial included.
infarction. N=370 died
(7.6%)

Journal N Engl
J Med. 2010
Nov
18;363(21):20
15-26. Epub
2010 Aug 28.

Study design
and quality:
Alpha OMEGA

Patients
characteristics

Patient
Characteristics

Inclusion
criteria:
Previous Ml up
to 10 years
before
randomization,
60-80 years of
age,

Exclusion
criteria:

Daily
consumption of
less than 10g of
margarine, use
of n-3 fatty acid
supplements,
unintended
weight loss of
more than 5kg
in previous
year, and a
diagnosis of
cancer with life
expectancy of
less than 1 yr.

Intervention

Intervention

Group 1: EPA-
DHA

N=1192
randomised
N=1192 (ITT/ACA)
N=814
(completers, PPA)

Intervention
details

Margarine
supplemented
with target of
400mg of EPA-
DHA/day, ratio of
3:2

Group 2: ALA
N=1197
randomised
N=1197 (ITT/ACA)
N=876
(completers, PPA)

Intervention
details

Margarine

Comparison

Comparison

Group 4:
Placebo
N=1236
randomised
N=1236
(ITT/ACA)
N=919
(completers,
PPA)
Intervention
details
Placebo
margarine

Length of
follow up

Length of
follow up
Follow-up:
Median 40.8
months

Outcome
measures

Outcome
measures
Outcome 1:

Death from
cardiovascular
disease

Outcome 2:

All —cause
mortality

Effect sizes

Effect size

Groupl:
EPA+DHA t+APA:
N=80/2405
(3.3%)

Group 2: Placebo
& AHA:
n=82/2433
(3.4%)

Unadjusted HR:
0.98 (0.72-1.33)

Groupl:
EPA+DHA +APA:
N= 183/2405
(7.7%)

Group 2: Placebo
& AHA:
n=184/2433
(7.6%)

Unadjusted HR:
1.01 (0.82-1.24)

Comments

Comments

Funding:
Margarine
provided by
Unilever

Limitations:
Unclear if those
who died were
included in the
dropped out
numbers

Additional
outcomes:

Incidence of CV
disease

Ventricular-
arrhythmia-
related events
(sudden death,
fatal and non-
fatal cardiac
arrest, and
placement of
implantable
cardiovascular-
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Reference

2010

Multicentre

Country:
Netherlands

Randomisatio
n:

Yes. Unclear.
Patients will
be
randomized at
a
Randomizatio
n unit located
at
Wageningen
University.

Allocation
concealment:

Unclear.
Patients will
be
randomized at
a
Randomizatio
n unit.

Blinding:

Study Number of

type

patients

Patient
Characteristics

Group 1: EPA-
DHA (100% M,
av 4.3 yrs ago)
Mean age (SD):
69.1 (5.6)
Males: 931
(78.1%)

Time since Ml
(yrs): 4.3 (3.2)
Self-reported
history of
stroke, n (%): 83
(7.0)

Diabetes
mellitus : 262
(22)

BB, n (%): 1090
(91.4)
Antithrombotic
agents, n (%):
1170 (98.2)
Lipid lowering
agents, n (%):
1017 (85.3)
Smoker, n (%):
200 (16.8)

Fish
consumption
>5g/wk, n (%):
971 (81.5)
Intake of EPA-

Intervention

supplemented
with ALA, aim of
2g ALA/day

Group 3: EPA-
DHA-ALA

N=1212
randomised
N=1212 (ITT/ACA)
N=824
(completers, PPA)
Intervention
details

Placebo
margarine
supplemented
with both

Eight tubs of
margarine, each
of which
contained 250g of
margarine,
provided every 12
weeks.

Concomitant
therapy:
blockers
Antithrombotic
agents

Comparison

Length of
follow up

Outcome
measures

Outcome 3:

Death from
coronary
heart disease

Adverse
events

Gastrointestin
al problems,
incidence of
prostate
cancer,
cancer
mortality

+ side effect
reported to
Data Safety
Monitoring
Board

Effect size

Group1:
EPA+DHA *APA

N=67/2405
(2.8%)

Group 2: Placebo
& AHA:

n=71/2433
(2.9%)

Unadjusted HR:
0.95 (0.68-1.32)

Group 1: EPA-
DHA

n=18
n=11
n=33

n=0
Total = 62

Group 2: ALA
n=9

n=8

n=32

n=1

Total =50

Group 3: EPA-

Comments

defibrillators)
Major CV events
Fatal and non-

fatal CV events, +

PCI+CABG
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Reference Study
type

Yes, double-

blind

Outcome

assessment:

Death — from
any cause
Death —
cardiovascular
disease

Death —
coronary
heart disease
Major
cardiovascular
events — fatal
and nonfatal
CV disease
and the
cardiac
interventions
— PCl and
CABG

Adverse
events

Sample size
calculation:
Yes, in
supplementar
y material.
Sample size

Number of
patients

Patient Intervention
Characteristics
DHA outside of
study, mg/day
(median) :120
Drop outs:
283/1192

Lipid lowering
agents

Group 2: 2 g of
ALA(100% M,
av 3.3 yrs ago)
Mean age (SD):
69.0 (5.6)
Males: 946
(78.1%)

Time since Ml
(yrs): 4.4 (3.3)
Self-reported
history of
stroke, n (%): 89
(7.4)

Diabetes
mellitus, n (%):
258 (21.6)

BB, n (%): 1058
(88.4)
Antithrombotic
agents, n
(%):1172 (97.9)
Lipid lowering
agents, n (%):
1034 (86.4)
Smoker, n (%):
208 (17.4)

Comparison

Length of
follow up

Outcome
measures

Effect size

DHA-ALA
n=16
n=15
n=30

n=0

Total = 61

Group 4: Placebo
n=10

n=8

n=27

n=3

Total =48

Comments
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Reference

required to
detect an
effect of
EPA/DHA is
3408 patients,
with 80%
power and
significance
level of 5%

Type of
analysis
ITT

Time to event
data

Compliance
rates:

N=1034
dropout/
withdrawal
due to drug
related AEs.
N=370 died
Protocol
violators will
not be
excluded once
randomization
has taken
place.

Study Number of

type

patients

Patient
Characteristics
Fish
consumption, n
(%): 996 (83.2)
Intake of EPA-
DHA outside of
study mg/day
(median): 130
Drop outs:
230/1197

Group 3: EPA-
DHA-ALA(100%
MlI, av 4.2 yrs
ago)

Mean age (SD):
69.1 (5.5)
Males: 946
(78.1%)

Time since Ml
(yrs): 4.2 (3.1)
Self-reported
history of
stroke, n (%): 92
(7.6)

Diabetes
mellitus, n (%):
245 (20.2)

BB, n (%): 1088
(89.8)
Antithrombotic
agents, n (%):
1166 (96.2)

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference

Study Number of

type

patients

Patient Intervention
Characteristics

Comparison

Lipid lowering
agents, n (%):
1058 (87.3)
Smoker, n (%):
181 (14.9)

Fish
consumption, n
(%): 996 (83.2)
Intake of EPA-
DHA outside of
study mg/day
(median): 130
Drop outs:
297/1212

Group 4:
Placebo (100%
MlI, av 4.3 yrs
ago)

Mean age (SD):
68.9 (5.6)
Males: 973
(78.7%)

Time since Ml
(yrs): 4.3 (3.3)
Self-reported
history of
stroke, n (%):81
(6.6)

Diabetes
mellitus, n (%):
259 (20.1)

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference

Table 4:

Reference

Author

Matsuzaki M,
Yokoyama M,
Saito Y,

Study Number of

type

Study
type
RCT

patients

Matsuzaki 200937

Number of
patients

All patients:

N=18,645
randomised
N=14981

Patient
Characteristics
BB, n (%): 1104
(89.3)
Antithrombotic
agents, n
(%):1210 (97.9)
Lipid lowering
agents, n (%):
1052 (85.1)
Smoker, n (%):
223 (18)

Fish
consumption, n
(%): 998 (80.7)
Intake of EPA-
DHA outside of
study mg/day
(median): 120
Drop outs:
224/1236

Patient
Characteristics
Inclusion
criteria:

People from the
JELIS trial with

Intervention Comparison
Intervention Comparison
Group 1: Group 2:
EPA+Statin Statin
N=1823 N=1841
randomised (ITT) randomised

Length of
follow up

Length of
follow up

Follow-up:
5 years,
mean 4.6
yrs

Outcome
measures

Outcome
measures

Outcome 1:

Coronary
death

Effect size

Effect size

EPA+Statin:18/18

08
Statin: 21/1826

Comments

Comments

Funding:
Mochida
Pharmaceutical
Co.Ltd.
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Reference

Origasa H,
Ishikawa Y,
Oikawa S,
Sasaki J,
Hishida H,
Itakura H, Kita
T, Kitabatake
A, Nakaya N,
Sakata T,
Shimada K,
Shirato K,
Matsuzawa Y;
JELIS
Investigators.

Title

Incremental
effects of
eicosapentaen
oic acid on
cardiovascular
events in
statin-treated
patients with
coronary
artery disease.

Journal Circ J.
2009
Jul;73(7):1283
-90. Epub
2009 May 8.

Study
type

Number of
patients
primary
prevention
strata
N=3664
secondary
prevention
strata

Drop-outs
(don’t
complete
the study):
N=270/3664
(7.4%) (30
lost to
follow-up,
240
withdrew).

Patient
Characteristics
established CAD
defined as
previous Ml,
coronary
intervention, or
confirmed
unstable angina
(AP).

Exclusion
criteria:

Acute Ml in past
6 months,
unstable AP, a
history of
complication by
serious heart
disease.
Cardiovascular
reconstruction
within last 6
months,
cerebrovascular
disorder within
last 6 months,
serious hepatic
or renal disease,
malignant
tumor,
uncontrollable
diabetes
mellitus,
hyperlipidemia,

Intervention

N=1808 (ACA)
N=1682
(completers, PPA)
Intervention
details

Treatment began
4 to 8 weeks after
washout period
from
antihyperlipidemi
c drugs.

1xday 1800 mg of
EPA as 6 capsules
containing 300
mg of pure
(>98%) EPA ethyl-
ester.

Concomitant
therapy:

All patients
received 10mg of
pravastatin or
5mg of
simvastatin once
daily as first-line
treatment and
asked to follow
National
Cholesterol
Education
Program stepl

Comparison

(ITT)
N=1826
(ACA)
N=1712
(completers,
PPA)

Intervention
details

Unclear

Length of
follow up

Outcome
measures

Outcome 2:
Reinfarction
(Fatal or

nonfatal Ml)

Outcome 3:

Revascularis
ation

Outcome 4:
Nonfatal
coronary
events
(Readmissio
n)

Outcome 5:
Fatal Ml

Effect size

HR: 0.79 (0.42-
1.49)

Relative risk:
95% Cl:
EPA+Statin:
43/1808
Statin:58/1826

HR: 0.70 (0.44-
1.12)

EPA+Statin:
88/1808

Statin:123/1826

HR: 0.83 (0.65-
1.05)

EPA+Statin:
145/1808

Statin:178/1826

HR: 0.79 (0.63-
0.98)

EPA+Statin:
5/1808

Statin:8/1826

Comments

Additional
outcomes:

Plasma fatty acids
Unstable angina
Sudden cardiac
death

Coronary death
or Ml
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Reference Study
type

Country:

Japan

Randomisatio
n: Yes, from
Yokoyama
paper,
permuted-
block
randomisation
with a block
size of four
was used.
Patients were
divided in two
groups,
primary and
secondary
prevention.
Patients were
then
randomised to
receive EPA or
control
treatment

Allocation
concealment:
Unclear

Blinding: No.
Open label

Number of
patients

Patient
Characteristics
hemorrhage,
hemorrhagic
diathesis,
hypersensitivity
to drugs,
planned
surgery, or
other condition
deemed
inappropriate
by physician in
charge.

Group 1:
EPA+Statin
(30% previous
Ml >6m)

Mean age (SD):
63 (8)

Male n(%): 844
(46)

Clinical history,
n (%)

old MI: 548 (30)

Stable angina:
1419 (78)
PTCA or CABG:
462 (25)
Diabetes: 405
(22)
Hypertension:
799 (44)

Intervention

diet.

Statin continued
until trial
termination in
1311/1652 cases
in control and
1282/1620 cases
in EPA group.

All patients
underwent 4-8
week of washout
from
antihyperlipidae
mic drugs.

Comparison

Length of
follow up

Outcome
measures

Outcome 6:
Non fatal
Mi

Effect size

HR: 0.57 (0.19 to
1.74)

EPA+Statin:
26/1808

Statin:38/1826

HR: 0.66 (0.4-1.08)

Comments

879D IDIN J0 d1epdn |eilied :uonuanald Alepuodas - ||A



0LT

sodlpuaaay

Reference

Outcome
assessment:
Cumulative
incidence of
MCE; cardiac
death, fatal
and nonfatal
MI, and other
non-fatal
events
including
unstable AP,
angioplasty,
stenting and
CABG

Coronary
death

Fatal MI +
Nonfatal Ml

Revascularizat
ion: CABG or
PTCA

Nonfatal
coronary
events

Sample size

Study Number of

type

patients

Patient
Characteristics
Smoker): 492
(27)
Concomitant
drugs
Antiplatelet:755
(41)
Antiocoagulants
:192 (11)

Ca antagonist:
899 (49)

BB: 306 (17)
Drop outs: 129

Group 2: Statin
(27% previous
Ml >6m)

Mean age (SD):
63 (8)

Male, n(%): 822
(45)

Clinical history
n(%)

Old MI: 502 (27)
Stable angina:
1484 (81)

PTCA or CABG:
433 (24)
Diabetes: 420
(23)
Hypertension:8
16 (44)

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference

calculation:

Unclear — ck
Yoko paper

Type of
analysis

ITT = all
randomized
Time to event

ACA
=randomised
—lost to
follow-up (but
includes those
who
withdrew)

Compliance
rates:

N=141 in EPA
and N=129 in
control group
dropout/ lost
to follow-up

Table 5:
Reference

Author
Nilsen DW,

Study Number of

type

Study
type
RCT

patients

Nilsen 2001%%’

Number of
patients

All patients:
N=300

Patient
Characteristics
Smoker:442
(24)
Concomitant
drugs
Antiplatelet:
800 (23)
Antiocoagulants
: 177 (10)

Ca antagonist:
930 (51)

BB: 341 (19)
Drop outs: 141

Patient
Characteristics
rop-outs (don’t
complete the

Intervention

Intervention

Group 1:
Omega 3

Comparison

Comparison

Group 2:
Placebo

Length of
follow up

Length of
follow up
Follow-up: 5
years, mean

Outcome
measures

Outcome
measures

Outcome 1:
All-cause

Effect size

Effect size

Omega-3: 11/150

Placebo: 11/150

Comments

Comments

Funding:
None stated
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Reference

Albrektsen G,
Landmark K,
Moen S,
Aarsland T,
Woie L.

Title Effects of

a high-dose

concentrate of

n-3 fatty acids
or corn oil
introduced
early after an
acute
myocardial
infarction on
serum
triacylglycerol
and HDL
cholesterol.

Journal AmJ
Clin Nutr.
2001
Jul;74(1):50-6.

Multicentre: 1

hospital
centre

Number of
patients
randomised
N=300 ITT
N= unclear
ACA (for
descriptive
analysis —
only patients
with
complete
information
at all time
points
during 1st
year were
included)

Patient
Characteristics

study):
Unclear

Inclusion
criteria:

1) Verified Ml
by World Health
Organization
criteria (29), 2)
age >18y, 3)
discontinuation
of a regular
supplementatio
n of other fish-
oil products,
and 4) signed
informed
consent.

Exclusion
criteria:

1) assumed
noncompliance
to protocol; 2)
expected
survival <2y
because of
severe heart
failure (New
York Heart
Association
class IV),
malignancy, or

Intervention

N=150
randomised
N=150 (ITT)
N=unclear
(completers)
Intervention
details

2 gelatin capsules
of Omacor-R
(Pronova AS,
Oslo) 2x/day.

Each capsule
contained either
850-882 mg
eicosapentaenoic
acid (EPA) and
docosahexaenoic
acid (DHA) as
ethylesters in the
average ratio of
EPA to DHA of 1:2
or the same
amount of corn
oil. Tocopherol (4
mg) was added to
all capsules.

Concomitant
therapy:

B blockers
Clopidogrel

Comparison Length of
follow up

N=150 4.6 yrs

randomised

N=150 (ITT)

N=unclear

(completers)
Intervention
details

Corn oil
twice a day

Outcome
measures
mortality

Outcome 2:

Revasculariz
ation (CABG
or PTCA)

Outcome 3:
Reinfarction

Outcome 4:

Cardiovascul
ar death

Effect size

HR: 1.02 (0.44,
2.36)

Omega-3: 43/150
Placebo: 49/150

HR: 0.92 (0.61,
1.38)

Omega-3: 21/150
Placebo: 15/150

HR: 1.43
(0.74,2.78)

Omega-
3=3:8/150
Placebo: 8/150

HR: 1.02
(0.38,2.71)

Comments

Additional
outcomes:

Resuscitation
Unstable angina

Cardiac event — for
males and females

Cardiac event or
revascularization

Fatal cardiac
events and
resuscitations

Triglycerides
HDL cholesterol

Medical
interventions
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Reference

Countries:
Norway

Randomisatio
n:

Parmacia
randomised
the patients
and provided
identical
capsules
containing
Omaco or
corn oil

Allocation
concealment:

Unclear

Blinding:
Double-blind

Outcome
assessment:
6 wk, 6 mo, 1
Y, 18 mo, and,
for some
patients, 2 y
after the start
of treatment

Study Number of
type patients

Patient
Characteristics
other reasons;
3) ongoing
gastrointestinal
bleeding or
verified
stomach ulcer;
4)
thrombocytope
nia or blood
platelets < 100 -
109/L; 5) liver
insufficiency; 6)
participation in
any other study;
and 7)
residence
outside the
recruitment
area of this
study. All
patients were
included
between the
fourth and the
eighth day
after an acute
MI

Group 1:
Omega 3 (100%
Ml)

Mean age (SD):
64.4 (28.9-86.7)

Intervention Comparison

ACE;i
Statins

Length of
follow up

Outcome
measures

Effect size

Comments

879D IDIN JO a1epdn |eilied :uoiuanald Alepuodas - A



VLT

sodlpuaaay

Reference Study Number of
type patients

Cardiac

events

Cardiac death,
resuscitation,
recurrent Ml,
and unstable
angina

Recurrent MlI:
unclear if fatal
or non-fatal.

Revascularizat
ion

Death from
other causes

Sample size
calculation:

None

Type of
analysis
ITT

ACA for
descriptive
data: analysis
was restricted
to patients
with complete

Patient Intervention
Characteristics
Sex M:F [n]:
115:35

Current
smoker[n (%)]:
59 (39.3)

Fish oil before
inclusion [n
(%)]:

No 104 (69.8)
Yes 45 (30.2)
Clinical
background [n
(%)]

Angina pectoris:
49 (32.9)

Heart failure:

15 (10)
Previous Ml:

32 (323)
Revascularizatio
ns 12 (8)
Hypertension
40 (28.6)
Hypertension
treatment 29
(19.5)

Family history
CAD 98 (66.7)
Diabetes

19 (12.0)

Drop outs:

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments

879D IDIN JO a1epdn |eilied :uoiuanald Alepuodas - A



SLT

sodlpuaaay

Reference

information at
all time points
during 1st
year

HR
(unadjusted)

Compliance
rates:

No details
provided

N=uncleardro
pout/
withdrawal
due to drug
related AEs.

No details
were provided

Study Number of

type

patients

Patient
Characteristics
Unclear

Group 2:
Placebo (100%
MI)

Mean age (SD):
63.6 (29.3 -87.7)
Sex M:F [n]:
123:27

Current
smoker[n (%)]:
57 (38)

Fish oil before
inclusion [n
(%)]:

No 113 (75.3)
Yes 37 (24.7)
Clinical
background [n
(%]

Angina pectoris
57 (38.0)

Heart failure

11 (7.4)
Previous Ml

38 (25.3)
Revascularizatio
ns 15(10.0)
Hypertension
33 (22.8)

Hypertension

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference Study Number of
type patients
Table 6: Rauch 2010%%?
Reference Study Number of
type patients
Author Rauch  RCT All patients:
B, Schiele R, N=3851
Schneider S, randomised
Diller F, Victor Drop-outs
N, Gohlke H, (don’t
Clatzadl <, complete
SDtellgbec’lrl G'U the study):
el Castilo U, N=5/3851

Sack R, Worth

Patient
Characteristics
treatment 26
(17.3)

Family history
CAD 97 (65.5)
Diabetes

13 (8.7)

Drop outs:
Unclear

Concomitant
therapy

No significant
differences
were seen in
drug use
between the 2
groups.

Patient
Characteristics

Inclusion
criteria:

Men and
women with
min age of 18
years, who were
admitted to
hospital for

Intervention

Intervention

Group 1: Omega
N=1940
randomised (ITT)
N=1937 (ITT)
N=1919 (ACA for
mortality)
N=1686
(survivors)

Comparison

Comparison

Group 2:
Control
N=1911rand
omised
N=1909 (ITT)
N=1885
(ACA for
mortality)

Length of
follow up

Length of
follow up

Follow-
up:12
months

Outcome
measures

Outcome
measures

Outcome 1:

Sudden
cardiac
death

Outcome 2:

Total

Effect size

Effect size
Omega-3:
28/1919

Control: 29/1885

Log rank p=0.84

Omega-3:
88/1919

Comments

Comments

Funding:

Drugs were
supplied by
Pronova Biocare
(Lysaker, Norway)

Additional
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Reference

H, Katus H,
Spitzer W,
Sabin G,
Senges J;
OMEGA Study
Group.

Title OMEGA,
a randomized,
placebo-
controlled
trial to test
the effect of
highly purified
omega 3 fatty

acids on top of

modern
guideline-
adjusted
therapy after
myocardial
infarction.

Journal
Circulation.
2010 Nov
23;122(21):21
52-9. Epub
2010 Nov 8.

Multicentre:
Study centres,

Study
type

Number of
patients
withdrew
before
starting
study
N=47/3851
including 5
from above,
and those
lost after
allocation to
group due to
withdrawal
or lost to
follow-up

Patient
Characteristics
acute STEMI or
Non-STEMI and
gave informed
consent. Only
patients
without known
adverse
reactions to fish
oil or olive oil
were
randomised.

In April 2005,
75% of the
patients had to
have 1 or more

of the following:

no early
revascularizatio
n, ejection
fraction <40%,
presence of
diabetes
mellitus, age
>70 years. The
inclusion period
after Ml was
prolonged from
3-7 to 3-14
days.

Exclusion
criteria:

Intervention

Intervention
details

Soft gelatine
capsule
containing 1g
omega 3 acid
ethyl esters-90
(460mg EPA, 380
mg DHA)

Compliance
N=561 (14.7%)
discontinued
medication (285
in Omega and 276
Control)

Concomitant
therapy:

B blockers
Clopidogrel
ACEi

Statins

Aspirin

VitK antagonist

Comparison

N=1654
(survivors)
Intervention
details

Soft gelatine
capsule
containing
1g of olive
oil

Length of
follow up

Outcome
measures
mortality

Outcome 3:

Revasculariz
ation in
survivors:

Outcome 4:
Adverse
events,
number of
events not
the number
of patients

Effect size

Control: 70/1885

Log rank p =0.18
Omega-3:
466/1919

Control:
482/1885

Omega-3: n=1769
Control: n=1704

Comments

outcomes:

They did a sub-
group analysis on:
diabetes, age>70,
no
revascularization,
ejection fraction
<35%.

Major adverse
cerebrovascular +
CV events

Notes:

Adverse events in
more detail:

Neoplams:
Omega3 =19
Controls =8
Cardiac device
therapeutic
procedures
Omega=16
Control =2
Malignancies
Omega =32
Control =26

Adverse events:
reported
frequency of each
event, not number
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Reference

heart centre,
university and
community
hospitals

Country:
Germany

Randomisatio
n:

Yes, was
performed in
blocks of 8 (4
omega, 4
control).
Randomizatio
n was
stratified by
centre

Allocation
concealment:

Unclear.

Blinding:
Double blind

Outcome
assessment:
within 365
days

Study
type

Number of
patients

Patient
Characteristics

None stated

Group 1:
Omega
(n=1925) (100%
recent Ml)
Mean age
(range): 64 (54-
72)

Male:
1445/1925
(75.1%)

Clinical
presentation:
STEMI, n (%):
1140 (59.2%)
NSTEMI n (%):
785 (40.8%)
Resuscitation n
(%): 31 (1.6%)
Left bundle-
branch block: 70
(3.6%)

Medical History
Previous Ml
(>14 days) n
(%): 294 (15.3%)
Previous stroke
n(%): 112
(5.8%)

Previous PCl n

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments

of patients.
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Reference Study
type
Sudden
cardiac death
(SCD)-
unexpected
death
resulting from
heart disease
within 1 hr of
onset of
symptoms or
unwitnessed
overnight.
Sudden
cardiac arrest:
occurring
within 1 hour
of symptoms
with
successful
cardiopulmon
ary
resuscitation
and
subsequent
death in
hospital
within 3
weeks.
Total
mortality:
Major adverse
cerebrovascul

Number of
patients

Patient
Characteristics
(%): 259 (13.5%)
Previous CABG
n (%): 127
(6.6%)

At discharge:
BB: 1796
(93.9%)
Clopidogrel:
1683 (88%)
ACEi: 1586
(82.9%)
Statins: 1810
(94.6%)

Drop outs:
26/1911

Group 2:
Control
n=1893(100%
recent Ml)
Mean age (SD):
64 (54-72)
Male %: 73.7%
Clinical
presentation:
STEMI, n
(%):1114
(58.8%)
NSTEMI n (%)
779 (41.2%)
Resuscitation n

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference

ar and CV
events: total
mortality,
reinfarction
and stroke

Revascularizat
ion: PCI
and/orCABG
Adverse
events

Sample size
calculation:

Using data
from ANTIBIO
and ACOS, the
sample size
calculation
assumed a
total mortality
of 8% in 1 year
for control
group.
Assuming a
risk reduction
of 45% by
omega 3-acide
ethyl esters-
90, and a
significance
level of 2.5%
(1 sided), a B

Study Number of

type

patients

Patient
Characteristics
(%): 33 (1.7%)
Left bundle-
branch block: 49
(2.6%)

Medical History
Previous Ml
(>14 days) n
(%): 255 (13.5%)
Previous stroke
n (%): 97 (5.1%)
Previous PCl n
(%): 222 (11.7%)
Previous CABG
n (%): 107
(5.7%)

At discharge:
BB: 1178
(94.3%)
Clopidogrel:
1673 (88.8%)
ACEi: 1578
(83.7%)

Statins: 1768
(93.8%)

Drop outs:
21/1940

Within 3 to 14
days after Ml
(STEMI and

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference Study Number of Patient

type patients Characteristics
error of 20% NSTEMI)
and drop out

of 8.8%, 1900

patients in

each arm are

needed.

Type of
analysis

PPA For the
analysis of
mortality, 14
patients (6 in
omega, 8 in
control) who
were lost to
follow-up
were excluded
bc
determination
of life status
was not
possible.

ITT

Compliance
rates:
N=47/3851 =
1.2% n=5
withdrew
before
starting study

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference

N=42/3861
after
allocation to
group, lost
due to
withdrawal or
lost to follow-

up

Table 7:

Reference

Author

Burr ML,
Fehily AM,
Gilbert JF,
Rogers S,
Holliday RM,
Sweetnam
PM, Elwood
PC, Deadman
NM.

Title Effects of
changes in
fat, fish, and
fibre intakes
on death and

Study Number of

type

G.2.2 Oily fish consumption

Burr 19892

patients

Study Number of

type
RCT

patients

All patients:

N=2033
randomised

N=2033 ITT

Drop-outs
(don’t
complete
the study):
N=0% for
mortality
(%)
Unclear
about how
many
dropped
out.

Patient
Characteristics

Patient
Characteristics

Inclusion
criteria: Men
<70 yrs of age
with Ml
(according to
WHO
definition)

Exclusion
criteria:
Diabetics, men
waiting for
cardiac surgery,
and intended to
eat one of the
diets.

Intervention Comparison  Length of
follow up
Length of
Intervention Comparison follow up
Group 1: Fish Group 2: No Follow-up: 6
advice fish advice months and 2
N=1015 N=1018 years
randomised randomised
N=1015 (ITT) N=1018
N=1015 (ITT)
(completers) N=1018

Intervention (completers
details )
Intervention
details: No
fish advice

Least two weekly
portions (200-
400 g) of fatty
fish (mackerel,
herring, kipper,
pilchard, sardine,
salmon or trout)

Outcome
measures

Outcome
measures
Outcome
1:
All-cause
mortality

Effect size

Effect size

Fish intake:
94/1015 (9.3%
No fish advice:

130/1018
(12.8%)

RR Unadjusted:
0.71 (0.54-
0.92)

RR Adjusted:
0.71 (0.54-0.93)

Comments

Comments

Funding: Welsh
Scheme, Welsh Heart
Foundation, Flora
Project, Health
Promotion Research
Trust.

Limitations:

Some in-balance at
baseline

Additional outcomes:
Serum cholesterol

Ischemic heart disease
events
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Reference
myocardial
reinfarction:
diet and
reinfarction
trial (DART).

Journal
Lancet. 1989
Sep
30;2(8666):75
7-61.

Multicentre:
21 hospitals
England
(between
1983 and
1987)

Randomisatio
n: Yes, no
details

Allocation
concealment:
unclear

Blinding:
Participants —
no.
Investigators

Study Number of

type

patients

Patient
Characteristics

Randomised
average: 41
days after MI.

Group1: Fish
advice
(N=1015)
(100% post Ml)
Mean age (SD):
56.7

Smoking at
time of Ml (%):
61.7

History
Previous Ml:
19%

Angina: 20.8%
Hypertension:
22.7%

Drug treatment
BB: 26.2%
Other
hypertensive:
34.9%
Antiangina:
46.5%
Anticoagulant:
4.83%
Aspirin/antiplat
elet: 10.1%

Intervention
Men who could
not tolerate fish
intake were given
Maxepa capsules
3/day (0.5g)

Group 3: Fat
advice

N=1018
randomised
N=1018 (ITT)
N=1018
(completers)
Intervention
details

Reduce fat intake
by 30% of total
energy and
increase
polyunsaturated/
saturated (P/S)
ratio to 1:0

Group 4: No fat
advice

N=1015
randomised
N=1015 (ITT)
N=1015
(completers)
Intervention

Comparison

Length of
follow up

Outcome
measures

Outcome
2:
Non-fatal
Ml

Outcome
3:
Ischemic
heart
disease
(IHD)
death
(cardiovas
cular
death)

Effect size

Fish intake:
49/1015 (4.8%

No fish advice:
33/1018 (3.2%)

Fish intake:
78/1015 (7.7%

No fish advice:

116/1018
(11.4%)

Comments
Fish advice

RR Unadjusted: 0.84
(0.67- 1.07)

RR Adjusted: 0.71
(0.54-0.93)

Hazard ratios — no
numbers were
provided. Only that
the difference in
favour of the fish
advice appeared early
and persisted for 2 yrs.

Notes:

The same patients
would fit into 3
groups.

Fish advice group: 14%
took Maxepa in place
of fish at 6 months and
22% at 2 years.

Only presented results
on Fish advice diet vs
no fish advice diet.

Advice was reinforced
3-monthly.
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Reference
who collected
medical
history were
blinded

Outcome
assessment:
Questionnaire
: Food intake

7-day diary:
25% weighed
food intake
for 7 days

Reinfarction:
confirmed by
hospital notes
or GP

Total
mortality:
relatives
providing
death
certificates.
Or followed
up with GP

IHD events =
ischemic
heart disease

Study Number of

type

patients

Patient
Characteristics
Digoxin/antiarr
hythmic: 9.2%

Group 2: No
fish
advice(100%
post Ml)

Mean age (SD):
Smoking at
time of Ml (%):
61.7

History
Previous Ml:
22.7%

Angina: 23.9%
Hypertension:
24.6%

Drug treatment
BB: 32.6%
Other
hypertensive:
32.5%
Antiangina:
46.5%
Anticoagulant:
4.8%
Aspirin/antiplat
elet: 10.1%
Digoxin/antiarr
hythmic: 9.8%

Intervention

details: No fibre
advice

Group 5: Fibre
advice

N=1017
randomised
N=1017 (ITT)
N=1017
(completers)
Intervention
details: increase
intake of cereal
fibre to 18g /day

Group 6: No
Fibre advice

N=1016
randomised
N=1016 (ITT)
N=1016
(completers)

Intervention
details: No fibre
advice

Concomitant
therapy:

Antiplatelet
Anticoagulants

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference
deaths + non-
fatal ML.
Includes
subjects who
had a
reinfarction,
recovered
and
subsequently
died of IHD

IHD deaths

Sample size
calculation:
Yes. 2000
subjects
would be
required to
detect a 30%
reduction in
total
mortality,
reduction in
IHD events at
p<0.05 with a
power of
90%.

Type of
analysis
No details

Study Number of

type

patients

Patient

Characteristics  Intervention
Antiarrhythmic

Antiangina

Drop outs:
there were no
drop-outs for
mortality.

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference

Relative risk —
adjusted for
confounders:
history of Ml,
angina,
hypertension;
X-ray
evidence of
cardiomegaly,
pulmonary
congestion or
oedema and
treatments at
entry.

Compliance
rates:
N=Unclear
dropout/
withdrawal
due to drug
related AEs.

Table 8:
Reference

Author Burr
ML, Ashfield-
Watt PA,

Study Number of

type

Burr 2003%’

Study
type
RCT

patients

Number of
patients
All
patients:
N=3114

Patient

Characteristics

Patient
Characteristics

Inclusion
criteria: men
with angina

Intervention

Intervention

Group 1: Oily
fish
N=764

Comparison

Comparison

Group 2: Fruit

N=779 randomised

Length of
follow up

Outcome

measures  Effect size
Length of Outcome Effect size
follow up measures
Follow-up: 36  Outcome Dietary Fish:
to 108 months  1: All death 198/1109

Comments

Comments

Funding:
British Heart
foundation,
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Reference

Dunstan FD,
Fehily AM,
Breay P,
Ashton T,
Zotos PC,
Haboubi NA,
Elwood PC.

Title

Lack of
benefit of
dietary
advice to
men with
angina:
results of a
controlled
trial.

JournalEurJ
ClinNutr.
2003
Feb;57(2):19
3-200.

DART 2

Multicentre:

General
practitioners

Study
type

Number of
patients
randomise
d

N=3114 ITT
Drop-outs
(don’t
complete
the study):
No details
given

N=0
unclear (%)

Patient
Characteristics

Exclusion
criteria: men
who denied ever
having chest
pain or
discomfort; men
awaiting
coronary artery
by-pass surgery;
already ate oily
fish 2x week;
men who could
not tolerate fish
or fish oil; men
who appeared
unsuitable on
other grounds
(e.g. other
serious illness,
likelihood of
moving out of
the area).

Group 1: Oily
Fish (49.6% MI,
100% angina)
Mean age (SD):
61.0 (6.5)

Men: 100%
Percentage with
history of:

Intervention

randomised
N=764 (ITT)
N=764 unclear
(completers)
Intervention
details

>2 portions of
oily fish/wk, or
up to 3g fish
oil (0.54g/d
EPA; 0.36g/d
DHA)(Maxepa)
as a partial or
total
substitute

Dietary
assessment
suggested EPA
intake
increased by
2.4g/wk

Note:For part
of the trial,
this group was
subrandomize
d to receive
either fish
advice or
capsules

Comparison

N=779(ITT)

N=779 unclear
(completers)
Intervention details

4-5 portions of fruit
and vegetables,
<orange juice daily,
increase oats, Vit C,
and 8g fibre

Group 3: Fruit+Fish
N=807 randomised
N=807 (ITT)
N=807unclear
(completers)
Intervention details

Combination of
above

Group 4: Sensible
eating

N=764 randomised
N=764 (ITT)

N=764 unclear
(completers)
Intervention details
Non-specific advice
Dietary assessment
suggested EPA
intake increased by

Length of
follow up

Outcome
measures
Dietary fish
vs. no fish
advice

Outcome
2: Cardiac
death

Dietary fish
vs. no fish
advice

Outcome
3: Sudden
death

Dietary fish
vs no fish
advice

Outcome
4:

All-cause
mortality

HR: Fish
advice vs.
fruit advice

Effect size

Fruit: 242/1543

HR: 1.13 (0.94,
1.37)

Dietary Fish
:121/1109

Fruit:139/1543

HR: 1.20 (0.93,
1.53)

Dietary fish:
49/1109

Fruit: 47/1543

HR: 1.43 (0.95,
2.15)

Dietary Fish:
283/1571
Fruit:242/1543

Fruit+Fish:275/1
586

Sensible:
250/1528

Fish: 283/1571

Comments

Seven Seas Ltd,
NovexPharma
Ltd, and Fish
Foundation

Additional
outcomes:
Dietary intake:
EPA; VitC; total
energy; fat
Plasma B-
carotene

Effect of fish oil
and individual
four groups

Notes:

462 participants
randomised to
the fish diet
were sub-
randomised to
receive only fish
oil capsules, not
dietary advice.
However for
dietary fish, it
included the
patients in
phase | who
chose to take
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Study
type

Reference

Country:UK

Randomisati
on: Yes, but
no details

Allocation
concealment

Unclear,
used
prepared
envelopes

Blinding:
No.

Outcome
assessment:

All-cause
death

Cardiac
death:
confirmation
from
hospital
records,
relatives or
others as
appropriate.
Sudden
death was

Number of
patients

Patient
Characteristics

Heart attack:
49.6%
Hypertension:
49%

Diabetes: 11.3%
% on BB: 42.5%

Percentage of
smokers:24.1

Drop outs:
unclear

Group 2: Fruit
(48.3% M,
100% angina)
Mean age (SD):
61 (6.5)

Men: 100%

Percentage with
history of:

Heart attack:
48.3%

Hypertension:45
.8%
Diabetes:11.6%
% on BB: 41.6%

Percentage of
smokers: 21.6%

Drop outs:
unclear

Group 3:

Outcome
measures

Length of
follow up

Intervention Comparison

Concomitant 0.2g/wk
therapy:
B-blockers

Outcome
5:
Cardiac
deaths

HR: Fish
advice vs.
fruit advice

Outcome
6:

Sudden
death

Effect size

Fruit: 242/1543

Fish advice vs.
none

HR:

1.15 (0.96, 1.36)
Oily Fish:
180/1571
Fruit:139/1543

Fruit+Fish:158/1
586

Sensible:
161/1528

Fish: 180/1571

No fish:
139/1543

Fish advice vs.
None:

HR
1.26(1.0, 1.58)

Dietary Fish:
73/1571
Fruit:47/1543

Fruit+Fish:61/15
86

Comments

capsules
instead of fish,
but excluded
those who were
subrandomised
to the fish oil

group
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Reference Study
type

defined as

death within

1h of

symptom

onset.

Compliance:

dietary

charts sent

by post

Sample size
calculation:
Estimate of
3000
subjects
needed to
detect a
reduction in
mortality
from about
13% to just
less than
10% over a
period of 5
yrs, at power
of 80% and
p<0.05.

Type of
analysis

ITT

HR: adjusted

Number of
patients

Patient
Characteristics
Fruit+Fish
(49.8% M,
100% angina)
Mean age (SD):
61.1(6.9)

Men: 100%
Percentage with
history of:
Heart attack:
49.8%
Hypertension:
48.1%
Diabetes:13.7%
% on BB: 42.4%
Percentage of
smokers: 25.1%
Drop outs:
unclear

Group 4:
Sensible eating
(52.2% M,
100% angina)
Mean age (SD):
61.2 (6.3)

Men: 100%
Percentage with
history of:
Heart
attack:52.2%

Hypertension:49

Intervention

Comparison

Length of
follow up

Outcome
measures

HR: Fish
advice vs.
fruit advice

Effect size

Sensible:
59/1528

Fish: 73/1571
No fish: 47/1543

Hazard Ratio:
Fish: 1.54 (1.06,
2.23)

Comments
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Reference

for age,
smoking,
previous Ml,
history of
high blood
pressure,
diabetes,
BMI, serum
cholesterol,
medication,
and fruit
advice.

Compliance
rates:
Measured in
a subsample
of subjects,
measuring
serum EPA
levels.

Post dietary
questionnair
e suggested
dietary EPA
intake
increased to
2.4g/wk
intervention;
0.2g control

N=unclear

Study Number of
type patients

Patient
Characteristics
1%
Diabetes:13.1%
% on BB: 39.5%

Percentage of
smokers:24.0%

Drop outs:
unclear

Note: sensible
eating were
more likely than
others to have a
history of heart
attack, less likely
to take BB. Fruit
group lower
history of
hypertension.
Not clear if
statistically
significant
differences.

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Comments
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Reference Study
type

dropout/

withdrawal

due to drug

related AEs.

None for

mortality.

Table 9: Ness 2002%%

Study

Reference type

Author Ness  RCT

AR; Hughes J;
Elwood PC;
Whitley E;
Smith GD;
Burr ML

Title “The
long-term
effect of
dietary
advice in
men with
coronary
disease:
follow-up of
the Diet and
Reinfarction
Diet (DART)”

Journal:Euro

Number of
patients

Number of
patients

All
patients:
N=2033
randomise
d

N=2033 ITT
Drop-outs
(don’t
complete
the study):
N=1083
died by Feb
2000

N =
879/1030
surviving
men
completed
survey in
2000. By
the end of

Patient
Characteristics

Patients
Characteristics

Inclusion
criteria:

Men <79 yrs
who had
survived a Ml.

Exclusion
criteria:
Diabetics, men
waiting for
cardiac surgery,
and intended to
eat one of the
diets.

Group 1: Fish
advice N = 447
Mean age (SD):
NA

Intervention

Intervention

Group 1: Fish
advice
N=1015
randomised in
1989

N=447
completers of
survey in 2000
Intervention
details

Eat 2 portions
of fatty
fish/week and
as much as can
manage. Those
unable to eat
this amount of
fish were
offered fish oil
capsules
(MAXEPA)

Comparison

Comparison

Group 2: No fish
advice

N=1018 randomised
in 1989

N=432 completers
of survey in 2000

Intervention details

Fibre advice Eat at
least 6 slices of
wholemeal
bread/day or an
equivalent amount
of cereal fibre from
a mixture of
wholemeal bread,
high-fibre breakfast
cereals

Sensible eating; No
specific advice on
any interventions

Length of
follow up

Length of
follow up

Follow-up: 2
yrs (follow-up
every 3
months)

Outcome
measures

Outcome
measures

Outcome
1:

All-cause
mortality

Fish advice
vs. no fish
advice

Outcome
2:

Mortality
coronary

Effect size

Effect size

Fish advice vs.
no fish advice:

Deaths
=530/1015 vs.
553/1018

Hazard ratio:

Unadjusted:
0.94 (0.84, 1.06)

Adjusted: 0.95
(0.85, 1.07)

Fish advice vs.
no fish advice:

Deaths =

Comments

Source of
funding
Funding:
British Heart
Foundation
and Wales
Office of R&D

Additional
outcomes:
Effects of Fibre
and Fat.
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Reference
pean J of
ClinNutr
2002 (56;
512-18

Follow-up of
DART, Diet
and
Reinfarction
Trial

See Burr1989

Study design
and quality:
Min. 10 year
follow-up
after a trial
of dietary
advice was
completed
(1989).
Questionnair
es sent out
1999-2000

Original
study
Multicentre:
21 hospitals
England
(between

Study
type

Number of
patients
2000, 972
patients
were still
alive.

Patients
Characteristics
Other variables:
Fish intake
(g/day): 43.6
(37.8)

Fatty fish intake
(g/day): 20.7
(26.2)

Cereal fibre
intake (g/day):
5.6 (4.8)

Body weight
(kg): 77.8 (12.1)

Current
smokers: 76
(17.0)

Fish oil
supplement
takers: 120
(26.9)
Maxepa takers
(fish oil): 10
(2.3)
Aspirin: 265
(59.3)
Regular

medication: 412

(92.2)

At follow-up
1999-2000:

Intervention Comparison

Concomitant
therapy:
Aspirin + other
medication.
No detail

Length of
follow up

Outcome
measures

disease

Fish advice
vs. no fish
advice

Outcome
3:

Stroke
(Fatal)

Fish advice
vs. no fish
advice

Source of
Effect size funding
354/1015 vs.
384/1018

Hazard ratio:
Unadjusted:
0.91 (0.79, 1.05)

Adjusted: 0.92
(0.80, 1.07)

Fish advice vs.
no fish advice:

Stroke =
29/1015 vs.
23/1018.

Hazard ratio:
Unadjusted:
1.24 (0.72, 2.15)

Adjusted: 1.23
(0.71, 2.14)

879D IDIN J0 d1epdn |eilied :uonuanald Alepuodas - ||A



€61

sodlpuaaay

Reference
1983 and
1987).
Completed
1989 and
participants
were
recommende
d to continue
with their
allocated
diet and
advising all
men to eat
more fish.

Randomisati
on: Yes,
unclear

Allocation
concealment
: Unclear

Blinding: No

Outcome
assessment:

Questionnair
e: Dietary
intake,
current
health

Study
type

Number of
patients

Patients
Characteristics

Fatty fish intake:
35g/day

Group 2: No fish
advice n=432
Mean age (SD):
NA

Other variables:

Fish intake
(g/day): 36.9
(33.7)

Fatty fish intake
(g/day): 13.2
(20.6)

Cereal fibre
intake (g/day):
5.6 (5.1)

Body weight
(g/day): 78.7
(13.2)

Current
smokers: 83
(19.3)

Fish oil
supplement
takers: 83 (19.3)
Maxepa takers
(fish ail): 2 (0.5)
Aspirin: 248

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Source of
funding
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Study Number of
Reference type patients

All-cause
mortality:
Identified
from
questionnair
e and
confirmation
from NHS
central
register.
Numbers are
from
1983/2000

Coronary
heart disease
mortality =as
above

Stroke
mortality=as
above

Sample size
calculation:
Estimate of
3000
subjects
needed to
detect a
reduction in

Patients
Characteristics
(57.3)

Regular
medication: 408
(94.2)

At follow-up
1999-2000:

Fatty fish intake:

9g/day

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Source of
funding
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Reference
mortality
from about
13% to just
less than
10% over a
period of 5
yrs, at power
of 80% and
p<0.05.

Type of
analysis
Hazard
ratios,
adjusted for
history of Ml,
angina,
hypertension
at baseline;
X-ray
evidence of
cariomegaly,
pulmonary
congestion
or
pulmonary
oedema at
baseline; and
BB, other
hypertensive
treatment,
or

Study
type

Number of
patients

Patients
Characteristics

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Source of
funding
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Reference

anticoagulan
ts

Calculated
HR at
different
time points:
0-2, 2-5, 5-
10, 10+,
overall.
Presented
overall.

Compliance
rates:

Completed
questionnair
es were
obtained
from
879/1030
men (85%).

N= Unclear
about how
many

dropped out.

Study
type

Number of
patients

Patients
Characteristics

Intervention

Comparison

Length of
follow up

Outcome
measures

Effect size

Source of
funding
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G.3 Cardiac rehabilitation

G.3.1

Barriers to the uptake of and adherence to cardiac rehabilitation

Table 10: Blake 2009¢”

Study

Aim
Population
Methods

Themes with
findings: barriers

Limitations

Blake 2009
To compare patient and staff perceptions of phase Il cardiac rehabilitation delivered in a hospital versus community setting.

5 patients who had attended a phase Il hospital programme; 4 patients who had attended a community programme; 4 hospital and community
staff members.

Semi-structured interviews; content analysis.

Uncomfortable exercising in a public Never been in a gym before.
gym/in a group
Other content duplicating previous data (data saturation).

All patients were attenders at phase IV programme; views from patients who did not progress to phase IV because of negative experiences of
phase Ill were not obtained; patients interviewed 6-12 months after programme so prone to retrospective reinterpretation.

Table 11: Beauchamp 2010

Study
Aim

Population
Methods

Themes with
findings: barriers

Themes with
findings:

Beauchamp 2010

To determine whether key interventions for CVD prevention and treatment are effective among lower socioeconomic groups, to describe barriers
to their effectiveness and the potential or actual impact of these interventions on the socioeconomic gradient in CVD

Four studies of effectiveness of cardiac rehabilitation after Ml by socioeconomic groups

Systematic review

Too costly Neighbourhood deprivation and unemployment; programme cost.

Transport Lack of transport.

Comorbidities Depression.

Attitude of professionals Strength of recommendation from professionals; scepticism from professionals about ability of lower

SES patients to make lifestyle change.

Programme appropriate including Pre-arranged collection or home-based programmes.
language, timing, location, transport
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Study
facilitators

Limitations

Beauchamp 2010

Data not “rich”.

Table 12: Clark 2004'%°

Study
Aim

Population

Methods

Themes with
findings: barriers

Themes with
findings:
facilitators

Clark 2004

To examine patients’ beliefs and decision-making about CRP attendance.

Purposive sample of patients eligible for CRP (post-MI or CABG; unclear how many patients had Ml) from a mixed urban-rural region: high-
attendance (>60%, n=27), high attrition (<60% attendance, n=9) and non-attendance (0%; n=8); range of ages.

8 focus groups; audiotaped; themes identified.

Lack of understanding that lifestyle
factors contributed to Ml

Belief that MI due to factors outside
person’s control rather than lifestyle
factors; fatalistic

Ambience at CRP
Ambience at CRP
Lack of appropriately trained staff

Not seen as beneficial

Health in the participant’s own hands;
self-efficacy

Ml seen as a warning/ motivator for
change

Peer support

Felt the benefit from CRP

Positive attitude of health professionals

Stress identified as cause rather than smoking, diet, sedentary lifestyle or obesity.

Saw themselves as relatively helpless in combating CHD.

Saw attenders as old, illness-focused and “needy”.
Thought programme was too narrow, too short, insufficiently taxing and unlikely to benefit them.

Saw professionals as providing inconsistent information that was inappropriately timed, as coercive,
overly negative or too intense.

Saw service as poorly organised and did not meet expectations.

Saw themselves as active against CHD and capable of managing it; realised they could safely put their
bodies under pressure during exercise.

Saw their CHD event as a warning that they should change their behaviour.

Gained encouragement from other patients that decreased embarrassment at first exercising with a
group; group increased confidence, motivation and fitness; camaraderie; others “in the same boat”;
similar in age, circumstances and difficulties.

Gained a new sense of what it meant to be fit.

Saw health professionals as experts and as useful sources of knowledge; seen as interested in safety
and wellbeing of patients.
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Study

Limitations

Clark 2004
Desire to reduce risk of secondary Ml

None.

Table 13: Clark 20052

Study

Aim
Population
Methods

Themes with
findings: barriers

Themes with
findings:
facilitators

Clark 2005

Saw attendance as rational choice.

To report patients’ experiences of CRP and perceptions of the mechanisms and contexts influencing its long-term effectiveness

47 patients with coronary heart disease who had attended CRP 3 years previously

focus groups; realist approach focusing on explaining why programmes do and do not work for people by exploring choices and capacities
(mechanisms) they offer in different circumstances (contexts); audiotaped; transcribed; analysed separately by two researchers; theme compared

Lack of understanding on the
importance of CRP on recovery or what
CRP entails

Uncomfortable exercising in a public
gym/in a group

Part of routine

Peer support

Sense of purpose and identity
Felt the benefit from CRP

Aspects and components of CRP

Availability of specialist staff

Positive attitude of health professionals

Surprise that CRP was principally group-based.

Initially uncomfortable exercising in group “concerned about doing exercises in front of other people in
case | make a fool of myself”; “stayed at the back ... so nobody would watch us”; concerned that
programme would be tailored to the needs of others to the neglect of their own needs.

Normalising exercise to be an integral part of everyday life.

Perceived similarity with others; being in the same boat; rapport between participants increased
motivation to attend; mutual encouragement.

Sense of not being alone; similar challenges ahead; collective identity.

Being with other former cardiac patients at different stages in rehabilitation demonstrated that
progressively high levels of fitness could be achieved by people with cardiac disease and by them
personally; increased confidence and reduced fear of exercise; fitness increased as a result of
participation; equipping person with a personal realisation of what levels of physical activity could and
should be undertaken safely.

Importance of health education sessions with new information or that reinforced what they already
knew or was reassuring.

Exercise sessions safe as supervised by well qualified health professionals.

Atmosphere generated by professionals and other participants friendly, encouraging and supportive;
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Study

Limitations

Clark 2005
staff care and interest in the individual was valued and perceived as reassuring.

Study examined views of CRP retrospectively (3 years later) among attenders only; accounts may be prone to retrospective re-interpretation.

Table 14: Galdas 2012%%0

Study

Aim
Population
Methods

Themes with
findings: barriers

Galdas 2012
To review the empirical literature relating to South Asians patients’ experiences of cardiac rehabilitation
Individuals of South Asian origin (originating from India, Pakistan, Bangladesh or Sri Lanka) in 11 primary studies

Systematic review. Key findings from each included study extracted into review matrix; discussed by team and distilled into themes; consensus
between all reviewers

Lack of understanding of CRP Not sure what CRP entails.

Location/ transport/ mobility/ distance  Transport difficulties, mobility, distance to travel. lack of access to a car; women fearful of racial abuse
difficulties when waiting outdoors for a taxi provided by CRP; being in the presence of young male taxi drivers
unacceptable for younger females; anxious about attending sessions held in high crime areas.

Referral issues Lack of referral, did not know CRP available, waiting to be formally invited.

Time constraints Lack of time.

Reluctant to exercise Women had never been in a formal exercise environment/ joined a gym/ used sports equipment
before.

Unsure about safety (location) Women reluctant to exercise outdoors and unaccompanied: found it difficult to identify safe and

suitable walking routes in inner-city areas or to arrange for a family member to accompany them.

Unmotivated Female South Asian participants lacked motivation to exercise on their own.

Religious reasons Gujarati Hindus and South Asian Muslims felt that Ml and recovery were tied to fate or the will of God
(external locus of control); low perceived control of patients towards rehabilitation and therefore low
adherence to CR advice.

Mixed gender classes problematic for Muslim women due to need to wear appropriate clothing in

mixed groups and embarrassment about exercising in front of others. Early afternoon or Friday CRP
sessions conflicted with call to prayer for Muslim women.

Uncomfortable exercising in a public Preference for private home-based CR programme. Female South Asian participants lacked confidence
gym/in a group to take part in group exercise activities.
Lack of support at home South Asian families less inclined to encourage family members to participate in regular exercise as
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Study

Themes with
findings:
facilitators

Limitations

Galdas 2012

Clothing

Belief that exercise is harmful

Exercise not helpful/ inappropriate/
excessive/ unnecessary

Programme culturally insensitive

Language/interpreters

Programme appropriate including
language, timing, location

Timing

Religious reasons

Positive attitude of health professionals

Peer support

Preference for hospital-based CRP

None.

recommended by CRP providers; male patients received more family support during rehabilitation
while female patients attempted to modify their lifestyle with limited help, some South Asian women
reported they would need their husband’s agreement to attend CRP.

Clothing requirements for exercise incompatible with traditional South Asian dress including long
headscarves; reluctance to adapt to Western norms for exercise attire.

South Asian women had long-standing beliefs that exercise brings on chest pain.

South Asians feeling no immediate benefit from exercise; belief that they were too old to exercise;
having more exercise forced on them than they were prepared to do.

Dietary advice inappropriate to South Asians (e.g. recommending dhal which was perceived to be food
for poor people); embarrassment about advice about sexual relations, assumptions made by health
professionals on basis of person’s appearance.

Inability to speak English, lack of audio- or video-taped information in preferred language or use of
interpreter, lack of direct communication with patients so lack of opportunity to emphasis importance
of family involvement in rehabilitation. Reliance on family members to interpret could go against usual
family roles and privacy; children tended to avoid conveying negative aspects and seriousness of
parents’ cardiac condition to reduce distress.

Attendance higher when programme “culturally competent”; participants valued opportunities for
one-to-one discussions with Punjabi-speaking healthcare professionals; practical, culturally relevant
dietary advice.

Participant who had returned to work were able to attend programme because held in the evening.

Some South Asians (e.g. Sikhs) felt that Ml was an indication from God that they had not looked after
their health, so willing to make lifestyle changes to take personal responsibility and guard against
future problems.

South Asians valued personal support, attention and caring environment provided by health
professionals.

Peer support identified as crucial by Punjabi Sikhs.

Some South Asian patients preferred to attend hospital-based CRP for motivation, feeling safer, being
more closely monitored by staff and availability of equipment.
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Table 15: Grace 20072

Study
Reference type
Author: Observ
Grace SL, ational
Scholey P, -
Suskin N, Prospe
Arthur HM, ctive.
Brooks D,
Jaglal S,
Abramson
BL, Stewart
DE.

Title: A
prospective
comparison
of cardiac
rehabilitatio
n enrollment
following
automatic vs
usual
referral.

Journal: J
Rehabil
Med. 2007
Apr;39(3):23
9-45.

Number of
patients

All
patients:

N=661

Consecutiv
e patients
with ACS
were
recruited
on
relevant
cardiovasc
ular units
by a
research
assistant
when
medically
stable.

Patient
Characteristics

Inclusion criteria:
were diagnosis
with a confirmed
myocardial
infarction

(M1), unstable
angina (UA),
ischemic
congestive heart
failure

(CHF),
percutaneous
coronary
intervention
(PCl), or acute
coronary

bypass (ACB), and
at least 18 years
of age.

Exclusion criteria:
included

being medically
unstable, too
confused to
participate,
previous
participation

Intervention

Group 1: The
automatic referral
model
implemented at
this centre uses
hospital electronic
patient records to
prompt the
standard order for
a CR referral for all
eligible patients
with cardiac
diseases.

This discharge
order is initiated on
the inpatient ward
and printed on a
hospital network
printer in the CR
center and again
screened.

An information
package, including
a personalized
letter stating the
name of the

Comparison

Group 2:
This involves
referral to
CR at the
discretion of
the
cardiologist,
cardiovascul
ar surgeon,
general
practitioner,
or other
healthcare
provider
through
paper-based
means.

Length
of follow
up

9 month
follow
up.

Outcome
measures

Outcome 1:
Reasons for
withdrawal or
non-
participation.

Effect sizes

Lack of referral :
n=59; too distant
or inconvenient
n=13; health or
mobility issues
n=13; did not
know about CR
n=11; conflicts
with employment
n=7.

Others: Not
knowing why, not
being interested,
indirect costs, not
capacity for new
patients;
physicians saying
they did not need
CR.

Source of
funding

Funding:
Canadian Health
Services
Research
Foundation and
Ontario
Ministry of
Health and
Long-Term
Care, and
administered by
the Canadian
Institutes of
Health Research
FRN # 73996. Dr
Grace is
supported by
the Ontario
Ministry of
Health and
Long-Term
Care.
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Reference

Country
Canada

Study
type

Number of
patients

Patient
Characteristics
in CR, being
ineligible for CR
based on CACR
guidelines

due to
musculoskeletal,
vision,
psychiatric, or
other co-
morbidities, or
being unable to
read or speak
English. Those
who met study
criteria

and agreed to
participate signed
a consent form
and were
provided

with a self-report
questionnaire.
Consent was also
obtained to link
participant’s self-
report
questionnaire
data with their
clinical data.

Characteristics:

Intervention
referring physician,
a program
brochure, a
schedule of classes,
and a request that
the patient
telephone to book
an appointment, is
mailed to the
patient’s home.
Patients who live
outside of the
geographic area are
also sent a similar
package, but they
are provided with
the contact
information

of the site closest
to their home. This
alternate site is also
sent the patient’s
contact
information.

Comparison

Length

of follow Outcome

up

measures

Effect sizes

Source of
funding
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Reference

Study
type

Number of
patients

Patient
Characteristics

UHN Usual (n =
330)

THC Automatic (n
=331)

In order as above
PCl, n (%)

251 (76.1)

154 (46.5)
Males, n (%)

251 (76.1)

253 (76.4)
Ethnocultural
background:
white, n (%)

247 (82.6)

262 (81.1)
Marital status:
married, n (%)
246 (74.5)

257 (77.6)
Retired

118 (35.8)

140 (42.6)
Education: some
postgraduate, n
(%)

177 (53.6)

163 (50.6)
Family income: >

Intervention

Comparison

Length

of follow Outcome

up

measures

Effect sizes

Source of
funding
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Study
Reference type

Study

Aim
Population
Methods

Themes with
findings: barriers

Themes with
findings:
facilitators

Limitations

Number of
patients

Table 16: Halcox 20115

Halcox 2011

Patient
Characteristics

S50 000 CADa, n
(%)

142 (56.3)

157 (53.2)
NYHA Class 1, n
(%)

258 (86.9)

298 (90.9)

Age, mean (SD)
(years)

60.65 (10.6)
61.78 (11.91)

Length
of follow Outcome Source of
Intervention Comparison up measures Effect sizes funding

Survey of current practice assessing views on and adherence to NICE guidance on secondary prevention of Ml.

GPs (n=250) and cardiologists (n=53).

Questionnaire survey.

Problems of tailoring CRP to the

individual

Primary/secondary care interface

Support from other health care
professionals to aid uptake and

adherence on CRP

Tailoring advice to individuals

Underestimation of the importance of a menu-based approach, the fact that patients have variable
expectations about rehabilitation and motivations.

Better integration between primary and secondary healthcare needed to improve provision of a consistent
service.

GPs and cardiologists used regular consultations or involved other healthcare professionals to motivate
patients to pursue a healthy lifestyle.

Take ethnicity into account when delivering dietary advice; addressing health and social needs; tailoring
advice to health beliefs or culture.

Qualitative part only a small part of overall study.
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Study

Halcox 2011
Questionnaire not interview.
Not “rich” data.

Table 17: Hansen 2009%°¢

Reference

Author:

D Hansen,
J Berger, P
Dendale, R
De Rybel,
and R
Meeusen.
Title:
Training
adherence
in early
cardiac
rehabilitati
on: effect
of exercise
session
duration.

Journal: J
Cardiopul
m Rehabil
Prev. 2009
May-
Jun;29(3):1
79-82.

Study
type
RCT

Number of Patient
patients Characteristics
All Men n=156
patients: Age = mean 63
N=417 yrs

CAD BMI 26.7
patients

referred to N gifference
the between baseline
COHONETY characteristics
revasculari

sation unit

Drop outs:

7 weeks:

n=83

(19.9%)

Intervention

Group 1:
40-min exercise
sessions (40)
N=198

ITT =198

ACA =68

Exercise training
intervention
included only
endurance training
(no strength
training exercises
were performed).
Exercise was under
close supervision 3
days/ week for 7
weeks, at 65% of
the maximal
oxygen uptake
capacity. Exercise
sessions had equal
time distribution in
each session on the
different exercise

Length

of follow Outcome
Comparison  up measures
Group 2: 7 weeks Outcome 1:
60-min Reasons for
exercise drop-out.
sessions (60)
N=219
ITT =219
ACA =81

Effect sizes

Medical reasons:
40 =15.4%
60=20.2%
Non-medical
reasons- main
reason lack of
motivation:

40

Lack of
motivation = 41%
Return to
work=20.5%

Transport
difficulties =
17.9%

Undefined = 2.6%

Continuation at
home = 2.6%
Intervention was
too heavy =0%
Negative advice
from
physician=0%

Comments

Funding:
Research grant
from
Hartcentrum
Hasselt.

No details given
of
randomisation,
blinding, power
or other Risk of
bias elements.
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Reference

Country:
Belgium

Methods:
Training
adherence
evaluated
at the end
of the 6th
week of
exercise
training
(>18
exercise
sessions).
Dropouts
definition:
Pts who
did not
complete 7
wks of
training
because of
nonmedica
| or
medical
reasons, or
exercised
on average
less than 2
sessions/w

Study
type

Number of
patients

Patient
Characteristics

Length

of follow Outcome
Intervention Comparison up measures
modalities: 42%
treadmill, 33% bike,
and 25% arm

cranking device).

In both groups:
when
musculoskeletal
discomfort or pain
appeared
throughout the
intervention, the
type of exercise
was changed so
that these exercises
could be executed
without symptoms.
However, exercise
intensity, frequency
and duration of the
exercise sessions
remained constant.

Effect sizes

60

Lack of
motivation =
38.6%

Return to
work=11.7%
Transport
difficulties = 6.8%
Undefined = 6.8%
Continuation at
home = 6.8%
Intervention was
too heavy =2.3%
Negative advice
from
physician=2.3%

Comments
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Reference
eek

Study Number of Patient
type patients Characteristics

Table 18: Jackson 2012%%7

Study
Aim

Population
Methods

Themes with
findings

Jackson

Length
of follow Outcome
Intervention Comparison  up measures Effect sizes Comments

Understand the non-participation in CR and CHD self-help groups from the perspective of the non-participants and to provide insight into their
experience and that of their significant others in rehabilitating in the absence of these resources.

Twenty-seven people who had not participated in either hospital based CR or CHD group, 6-14 months post Ml and 17 significant others in Lothian,

Scotland.
In depth interviews.

Referral issues

Uncomfortable asking for support

Uncomfortable exercising in a public
gym/in a group

Location/ transport/ mobility/
distance difficulties

Comorbidities
Time constraints
Lack of appropriately trained staff

Lack of understanding on the
importance of CRP on recovery or
what CRP entails

Not being informed or invited and non-availability.
Inadequate information on whether to attend cardiac rehabilitation or coronary heart disease groups.
Reticence about highlighting health service difficulties and reluctance to ask for support.

Deterred by perceived judgement, staff attitudes regarding issues, for example smoking or their
motivation.

Do not like the group.

Transport difficulties (data saturation).

Physical discomfort and disability.

Mostly because of work.

Expressed frustration at the lack of CRP support.

Believe that CRP will have little benefit on their recovery and that only medical or surgical intervention
could improve health. Low expectations.

Uncertainty about future health, risk of further Ml and the extent they could regain their former way of
life.

Belief that CRP would make little difference to their health or co-morbidities.

Struggled to understand the Heart Manual, causing misunderstandings, anxiety and misjudgements and
maladjustment.
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Study

Limitations

Jackson

Lack of support

Follow-up support was too late, too brief or did not addressed key needs particularly regarding mental,
emotional, and for some cognitive issues.

Lack of long-term support.

The views of responders may not be typical. Although the responses were not dissimilar to average health questionnaire response rates,

suggesting that not all non-participants were ‘hard to reach’.

Interviewing patients 8-15 months post Ml may be late, since their experiences and expectations may change over time.

Table 19: Jolly et al 2009%¢

Reference
Author: K.

Jolly, G. Y. H.

Lip, R. S.
Taylor, J.
Raftery, J.
Mant, D.
Lane, S.
Greenfield,

and Stevens.

Title: The
Birmingham
rehabilitatio
n uptake
maximisatio
n study
(BRUM): a
randomised
controlled
trial

Study
type
RCT

Number of
patients

All
patients:
N=525

Patient
Characteristics
Men n=402

Age = mean 61
yrs

Education mean=
14 years

Race: n=418
White, n=89
Asian, n=17 other
In paid
employment
n=220

Current smoker
n=179

SBP mean = 124
mmHg

BMI mean = 28
NS difference

between groups
for baseline

Intervention

Group 1: Home-
based rehab (H)

N=263

ITT = 263
ACA (6 mths)=246

ACA (12 mths)=239

In both groups:
programs included

exercise, relaxation,

education and
lifestyle
counselling.

Home-based
program consisted
of a manual, 3
home visits (at 10

Comparison

Group 2:
Centre-
based rehab

(€
N=262

ITT = 262
ACA (6
mths)=239

ACA (12
mths)=236

Length
of follow
up
Clinical
outcome
s
assessed
by
blinded
nurse at

hospital
site at 6
and 12

months.

Outcome
measures

Outcome 1:

Reasons for
drop-out

Effect sizes

6 months:

Died: H=3, C=2
Withdrew: H=3,
C=3

Not attend follow-
up: H=11, C=18

12 months (not
cumulative):

Died: H=0, C=1
Withdrew: H=4,
Cc=0

Not attend follow-
up: H=14, C=20

Source of
funding

Funding:
Grant from
NHS and DoH,
UK

COMMENT:

ITT analysis
performed
(missing data
substituted
with a
predicated
outcome
value)
Randomisatio
n: individual
pt
randomisation
by an
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Reference
comparing
home-based
with centre-
based
cardiac
rehabilitatio
n.

Journal:
Heart 95
(1):36-42,
2009.

Country:
UK

Methods:

Adherence
to cardiac
rehab was
confined to
the physical
activity
component;
data
collected by
questionnair
esat6,9
and 12
weeks after
recruitment
asking about

Number of
patients

Patient
Characteristics

characteristics

Drop outs:

6 months n=17
(H), n=23 (C)

12 months
(cumulative) n=24
(H), n=26 (C)

Patients who
were referred to
the cardiac rehab
program (CRP) in
1 of 4 hospitals,
following an M,
PTCA or CABG
within the
previous 12
weeks and not
considered to be
high risk for a
home-based
exercise program.

Intervention

days, 6 weeks and
12 weeks) and
telephone contact
at 3 weeks. Pts who
had Ml or
revascularisation
were discharged
with the Heart
manual or an
adapted version
(manual
encourages gradual
exercise to achieve
minimum 15 mins
of moderately
intense exercise).
Additional visits
were made as
deemed necessary
by the rehab nurse
(nurses delivering
home program
were trained for 2
days).

Centre-based
programs varied in
length including 9
sessions at weekly
intervals, 12
sessions over 8
weeks and 24

of follow Outcome
Comparison

Source of
funding
independent
CTU using
computerised
program and
minimising for
age, ethnicity,
initial
diagnosis and
hospital of
recruitment.
Blinding:
single blind
(nurse/data
collector)
Powered
study
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Study
Reference type
intensity and
duration of
physical
activity
undertaken
the previous
7 days.
Nurse
blinded to
randomised
groups.

Number of
patients

Table 20: Jolly et al 1999 2%

Study
Reference type
Author: RCT -
Jolly K, stratifie
Bradley F, d
Sharp S,
Smith H,

Thompson S,
Kinmonth AL,
Mant D.

Number of
patients

N=597

Analysis
ITT but
excluded
deaths.

Inclusion

Patient
Characteristics

Patient
Characteristics
Control (n=320)
Intervention
(n=277)

Age (years)
C=64 (10)
=63 (10)

No (%) of men
C=237(74)

Intervention
individualised
sessions over 12
weeks. Programs
commenced
between 4 and 8
weeks following the
cardiac event. Pts
exercised to 65-
75% of their
predicted maximal
heart rate and the
exercise element of
the program lasted
from 25-40 mins
plus warm-up and
cool-down times.

Intervention
N=321

Ml =191

Angina =71
Follow up care for
patients,
particularly the
transfer of
responsibility for
care between

Comparison

Comparison
N=277

Ml =198
Angina=99

Length
of follow Outcome
up measures
Length
of
follow- Outcome
up measures
1 Outcome 1
month,  Reasons for
4 withdrawal
months,
and 1
year
after
recruitm
ent.

Effect sizes

Effect sizes

Total population.

No details /gp
Five patients
were tooill or
dying, 23
refused, and 29
were
uncontactable.

Source of
funding

Source of
funding

Funding: The
study was
funded by a
research and
development
national
program grant
from the NHS
Executive, with
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Reference

Title:
Randomised
controlled
trial of follow
up care in
general
practice of
patients with
myocardial
infarction
and angina:
final results
of the
Southampto
n heart
integrated
care project
(SHIP). The
SHIP
Collaborative
Group.

Journal: BMJ.
1999 Mar
13;318(7185)
:706-11.
Group.

Country:
UK

Study
type

Number of
patients
criteria

All 723
patients
admitted to
hospitals in
the district
who had
survived a
first or
subsequent
myocardial
infarction
and all
patients
with angina
of recent
onset (less
than 3
months)
who had
been seen
in a direct
access chest
pain clinic
or admitted
were
systematical
ly identified
overa
period of 18
months and
considered

Patient
Characteristics

I =189 (68)

No (%) of
smokers*
C=87(27)

=89 (32)

Serum total
cholesterol
(mmol/I)
C=6.1(1.3)
1=6.1(1.3)
Systolic blood
pressure (mm Hg)
C=129(21)

I =128 (19)
Diastolic blood
pressure (mm Hg)
=81 (14)
C=281(13)

Body mass index
(kg/m2)
I=28(3.7)
C=27(4.2)

Intervention

hospital and
general practice at
the time of
discharge and the
support of
practice nurses. A
liaison nurse
telephoned the
practice (speaking
to the practice
nurse if possible)
shortly before
patients were to
be discharged to
discuss the care of
each patient and
to book the first
follow up visit to
the practice.
Practice nurses
were encouraged
to telephone back
to discuss
problems or to
seek advice on
clinical or
organisational
issues. Evidence
based guidance on
clinical
management was
attached to each

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding

service support
from
Southampton
and South West
Hampshire
Health
Authority. Rose
Wiles was in
receipt of a NHS
South and West
Region research
and
development
research training
fellowship
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Reference

Methods

Randomised
controlled
trial;
stratified
random
allocation of
practices to
intervention
and control
groups.

Randomisati
on:

597 adult
patients (422
with
myocardial
infarction
and 175 with
a new
diagnosis of
angina) were
recruited
during
hospital
admission or
attendance
at a chest
pain clinic

Study
type

Number of
patients

for inclusion
in the trial.

The
baseline
characteristi
cs of the 95
subjects
who died or
who were
lost to
follow up at
1 year were
similar at
baseline to
those of the
subjects
who were
followed up.

Patient
Characteristics

Length
of
follow-

Intervention Comparison up

discharge
communication,
which was given
to each patient (or
relative) to give to
the general
practitioner. Each
patient was also
given a patient
held record, which
prompted and
guided follow up
at standard
intervals. The
liaison nurses did
not provide
individual clinical
care after
discharge but
provided support
to practice staff
both by telephone
and by visiting
each practice
every 3—6 months.
They also
encouraged
practice nurses to
attend both initial
training on
behavioural
change and an

Outcome
measures

Effect sizes

Source of
funding
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Reference
between
April 1995
and
September
1996.

Power

The power of
the study to
detect
clinically
important
differences
ata 5%
significance
level was
anticipated
to be
reasonably
high for
continuous
variables
(about 95%
fora
difference of
0.35 mmol/I
in blood total
cholesterol
concentratio
n and of 40
m in the
distance

Study
type

Number of
patients

Patient
Characteristics

Intervention

ongoing support

group to tackle

their information

needs as they
arose.

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding
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Length
of
Study Number of Patient follow-  Outcome Source of
Reference type patients Characteristics Intervention Comparison up measures Effect sizes funding
walked); it
was less for
dichotomous
Table 21: Jones 2009%%7
Study Jones 2009
Aim To compare the views of patients who had completed a home- or hospital-based CRP and explore the benefits and problems of each programme
Population 16 patients from 4 hospital programmes and 10 home programme patients
Methods 3 hospital focus groups and 2 home focus groups; tape recorded and transcribed; analysed for themes

Themes with
findings: barriers

Themes with
findings:
facilitators

Location/ transport/ mobility/
distance difficulties

Reluctant to exercise
Support at home

Programme appropriate
including language, timing,
location, transport

Positive attitude of health
professionals

Peer support

Preference for hospital-based
CRP

Aspects and components of
CRP

Difficulty parking.

Patients worried about exercising on their own in home programme and reluctant to push themselves.
Support from family members, some of whom also did the exercises and make lifestyle changes.

Exercises well planned; gradual build up helped to build confidence; education programme helped them learn
more about what had happened to them and how to improve their lifestyle; sessions on medication particularly
valued; “good balance between the walking and the lifting and the tread up and down...they give you a little bit
of everything there”.

Patients positive about nurse support; nurses very friendly, easy to talk to, helpful and knowledgeable; “If
you’ve got any problems mental or physical they were there to help”.

Enjoyed exercising in a group and mixing with other people; gained motivation and support from other
patients.

Having regular appointments to attend sessions at hospital important motivation; would have been less likely
to complete exercises at home.

Heart Manual well organised; covered a range of topics in addition to exercise; helpful information and advice;
positive and encouraging; advice relevant to patients’ experience; read and followed dietary advice; relaxation
tapes good; recording the exercises helped with motivation as patients knew nurse would be coming and
encouraging to be able to look back and see the progress they had made.
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Study

Limitations

Jones 2009
Availability of specialist staff

Part of routine

Sense of purpose and identity
Health in the participant’s own
hands; self-efficacy

Felt the benefit from CRP

Preference for home-based
programme

None

Table 22: Jones 20072%

Study
Aim

Population

Methods

Themes with
findings: barriers

Jones 2007

Lack of confidence; little idea of what type or level of exercise was safe and appropriate; although positive
about participating in CRP they felt that exercise could do harm as well as good; exercising under supervision
important to allay fears about possible risks of exercise.

Home exercises became lifestyle change rather than a treatment; being able to fit exercise around normal
routine rather than attending hospital at set times; continuing to exercise “addicted to them”.

Being in a group like belonging to a community and being related to each other.

Home programme: more in control of own rehabilitation.

Enjoyed and benefitted from CRP; feeling an improvement in health; regaining confidence to return to activities
they enjoyed; learnt about heart; made lifestyle changes.

Some home-based patients would have found it difficult to attend hospital programmes because of transport
difficulties or carer responsibilities; “don’t like the idea of having to go to a gym, getting there, doing whatever
you’re doing, with a lot of other people”.

To explore patients’ reasons for non-participation in or non-adherence to a home- or hospital-based CRP

49 patients in an RCT of home vs. hospital based CRP who did not complete their CRP (purposive sampling; patients invited until at least 10
interviewed from each category: female; elderly (aged 70 or over); ethnic minority; and middle-aged males)

Semi-structured interview; tapes transcribed; themes identified

Lack of understanding on the importance

In denial about heart attack.

of CRP on recovery or what CRP entails

Location/ transport/ mobility/ distance

difficulties

Lack of information on where and when

CRP is available/ referral issues

Time constraints

Heavy traffic, lack of parking, irregular bus services, location inconvenient.

Patients had not been invited; misunderstanding (having been given information on times of
programmes but had not got an appointment with a specific start date).

Carer: unable to leave partner for extended periods required for hospital programme; return to
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Study

Themes with
findings:
facilitators

Limitations

Jones 2007

Reluctant to exercise

Unmotivated

Not seen as beneficial
Comorbidities

Exercise not helpful/ inappropriate/
excessive/ unnecessary

Ambience at CRP

Desire to achieve goals

Support at home

Peer support

Preference for hospital-based CRP

Aspects and components of CRP

None.

Table 23: Maclnnes 20053>2

Study
Aim

Maclnnes 2005

work made attendance difficult; unwilling to go out in the evening; only able to attend in the
evening as relied on working daughter for transport; time unsuitable as cannot exercise after meals
due to indigestion; wife having to take too much time off work to take patient to hospital.

Has never done any exercise so does not know what to expect or how to do it.

Lack of motivation; would not have been motivated on home programme.

Doing alternative types of exercise instead; had made a good recovery and did not see need for, or
potential benefits from, programme.

Health problems affecting ability to do exercise (e.g. emphysema, arthritis, back pain, angina,
waiting for hip replacement).

Patients aged between 52 and 60 thought that the other patients were all old people and did not
feel comfortable with this. Home exercises too easy.

Overcrowded; did not enjoy it.

Did exercises so he could return to work; “hope to improve by...doing it”.

Partner, family and community supporting changes to lifestyle (e.g. smoking, diet).

Enjoyed the atmosphere of hospital programmes; found it friendly and fun; enjoyed the company;
gained motivation working in a group; “with some other fellows and you’re having a laugh and a
joke”; “liked the friendship of the group...You can see if he’s doing better than you and that’s what
you want isn’t it”.

Difficulty with motivation on home programme and worried about doing too much or too little -
preferred supervision.
Learnt new things about medication, diet, how the heart works; used relaxation tape; enjoyable;

motive participants “pushed you outside...to start getting about”; “a lot of information...if | get a bit
worried about anything | can always refer to that [Heart Manual]”.

To explore the illness perceptions of women following Ml
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Study
Population
Methods

Themes with
findings: barriers
Themes with
findings:
facilitators

Limitations

Maclnnes 2005
Purposive sample of 10 women from a range of age groups (30-59; 60-79; 80 and over); clinically stable; English as first language
Semi-structured interview; field notes; tapes transcribed and returned to participants for checking; framework method of analysis

Not seen as beneficial Belief that illness was inevitable: “ | don’t think heart attacks can be prevented”.

Desire to achieve Desire to return to level of independence and normality and regain control; “exercise programme would help me get back
goals on my feet”; “l knew | would get an awful lot out of it”.
Health in the “When you live on your own you have to look after yourself”.

participant’s own
hands; self-efficacy

Qualitative part only a small part of overall study.

Purposive sample cannot be considered representative of the population of women following M.

Table 24: Madden 20113%*

Study

Aim
Population
Methods

Themes with
findings: barriers

Madden 2011

To study the choices patients make when offered home-based or hospital-based cardiac rehabilitation.
35 patients and 12 staff members delivering a pilot programme in five rehabilitation services.
Semi-structured interviews.

Lack of understanding on Patients did not know what a CR service was or why it was important; lack of perceived status of service
the importance of CRP on (suggested by nurses rather than prescribed by cardiologists).

recovery or what CRP

entails

Location/ transport/ Lack of access to transport; geographical location of services.
mobility/ distance
difficulties

Lack of information on which to base a choice between hospital and home-based programme (e.g. different course

Lack of information on content); lack of referral; patients who had to find rehab programme rather than being offered it lost motivation.

where and when CRP is
available/ referral issues

Time constraints Inflexible working hours; restricted choice of times to attend hospital programme; clash with family commitments
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Study

Themes with
findings:
facilitators

Limitations

Madden 2011

Lack of appropriately

trained staff

Unmotivated

staff running home-based service not medical and unable o answer the patient’s questions; problems of staff
leave, retention, sickness, lack of like-for-like maternity cover, NHS restructuring and short-term financial crisis.

Work constraints meant that some patients could not join group, but found it hard to do exercises on their own
and said that group would have helped motivation; others thought home-based programme more suitable for
those not working and hard to fit exercises into tiring work day. Bored/ depressed doing exercises alone at home.

Programme appropriate Home-based programme avoids transport problems and being tied to fixed schedule, avoids problem when person
including language, timing, does not want to join a group, avoids the problem that exercises done in a group (of mainly older people) not

location appropriate for a younger person.

Preference for hospital- Instructors could give more guidance and perform assessments, enough space and enough equipment.
based CRP

None.

Table 25: Martin 20123%°

Study

Aim
Population
Methods
Themes with

findings:
facilitators

Martin 2012

To investigate the motivations and supports necessary to adhere to a community-based CRP.

Individuals with established coronary heart disease (single to multiple cardiac events; unclear if all had Ml); 24 long-term adherers to CRP (at least
6 months attendance with lapse no greater than 1 month).

Focus group discussions (three for men, two for women; 4-7 participants in each); notes from focus groups recorded; participant verification;
constant comparative analysis; theme identification.

Desire to reduce
risk of secondary Ml

Support at home

Positive attitude of
health professionals

Peer support

Aspects and

Understanding among participants of health benefits of continuing to adhere to physical activity — this should be reinforced
by staff; continued participation as an insurance policy against being in stage they had just left; keeping on the straight and
narrow.

Instrumental and social support from family and friends (i.e. encouragement that spurred participants on; giving a lift to the
venue).

Instrumental support from health professionals (i.e. encouraged to progress from Phase Ill to Phase IV CRP; outlining
location, time and enrolment procedures) and programme staff (i.e. making participants feel at ease; nice; made them feel
welcome); maintaining support for newcomers to the programme.

Social support from fellow participants (i.e. company and fun; opportunity to exercise with people who are in the same
boat).

Exercises carried out in class were novel and stimulating; increasing challenge and variety of exercises maintained
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Study

Limitations

Martin 2012
components of CRP
Availability of
specialist staff

Part of routine

Sense of purpose
and identity
Health in the
participant’s own
hands; self-efficacy

Method of
recruitment

motivation, as would goal setting, fitness tests and feedback.

Safety benefits of exercising in the presence of specialist staff; feeling safe.

Commitment to attend; sets targets for keep fit at set hours.

Gives participants a sense of identity, a place in society; knowing here they are going today.

| wanted to do it myself...You needed to get out there and start your life again.” Task self-efficacy: ability to successfully
perform exercises showed participants what they could do, built confidence. Barrier self-efficacy: distance from venue and
traffic were inconvenient but did not lead to non-participation (i.e. people overcame these barriers). Recovery self-efficacy:
lapses in adherence (e.g. due to holidays) but then returned to programme.

Existing participants could be used to encourage new people to join programme; information to health professionals to
increase awareness of availability of CRP; Phase IlI staff visiting Phase IV CRP; patients in Phase Ill having a visit to Phase IV
to reduce initial anxiety; need for quick transfer from Phase IIl to Phase IV.

Unclear if all patients had M.

Table 26: McCorry 2009374

Study
Aim

Population
Methods

Themes with
findings: barriers

McCorry 2009

To explore patients’ beliefs about exercise for promoting recovery form an Ml within the context of cardiac rehabilitation among men and women
who did not attend a formal CR programme

8 men and 6 women post-MI who did not attend a formal CR programme; age range 34-82 years

Semi-structured interviews; taped and transcribed verbatim; units of meaning funnelled into themes; themes organised and inter-related; later
themes tested against earlier transcripts; recruitment until data saturation

Lack of understanding on the
importance of CRP on recovery or what

CRP entails

Time constraints

Not seen as beneficial

Manner of invitation did not indicate it was important to attend: “you had the option to go...If they had
pushed it... | would probably have gone ...at least once”.

“Didn’t want to be running to places where | hadn’t time to go...”.

Didn’t feel | needed the support...just to reassure you... wouldn’t do anything for you medically...if you
are feeling OK you can do without it”.

Adherence to medication perceived to give greater control of health ; CRP no additional value

feeling that heart problem had cleared up (i.e. did not see Ml as a symptom of underlying heart
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Study McCorry 2009

Comorbidities

Belief that exercise is harmful

Exercise not helpful/ inappropriate/
excessive/ unnecessary

Perceived as only to get people back to
normal, not long-term behaviour
change

Attitude/ remarks of health
professionals

Lack of understanding that lifestyle
factors contributed to Ml

Belief that MI due to factors outside
person’s control rather than lifestyle
factors; fatalistic

Limitations None.

Table 27: Miller 19883%°

Reference Study Number of
type patients

Patient
Characteristics

disease).
“With the pain, with the arthritis you can’t do an awful lot...you get tired and then you get weak”
symptoms put down to other comorbidites (e.g. asthma).

Concerns about straining heart or becoming breathless; “don’t know whether I’'m doing myself any
harm or whether I’'m doing myself any good”. Activity that caused participants to breather more
heavily was not thought to be appropriate: “I’'m afraid really to overdo things, cause | don’t want to
put a strain on my heart obviously”.

Some younger participants thought CRP not appropriate for them because attendees perceived to be
elderly and exercises not appropriate for younger people. Belief that keeping active through everyday
activities was sufficient. Feeling that existing management sufficient: “I survived for 12 years... | didn’t
think it was worth my while going in [to CR]”.

CR exercises perceived as a course to get back to normal.

If heart attack was described as “mild” (and person perceived they were back to normal).

Only 2 (younger) patients identified lifestyle factors as contributing to the MI.

Participants attributed Ml to factors outside their control (e.g. fate, familial disposition) or stressful/
emotional circumstances; “If it’s your time, it’s your time. When you’ve got to go, you’ve got to go”.

Intervention Comparison Length Outcome Effect sizes (at 2 Source of funding
of measures months post- Comments
follow- discharge)
up
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Reference

Author: P.
Miller, R.
Wikoff, M.
McMahon,
M. J. Garrett,
and K.
Ringel.

Title:
Influence of
a nursing
intervention
on regimen
adherence
and societal
adjustments
postmyocard
ial infarction.
Journal:
Nurs.Res. 37
(5):297-302,
1988.

Country;
USA, 3
hospitals
with
comparable
rehab
programs

Methods:
All patients
while in
hospital
completed a

Study
type

RCT

Number of
patients

N=115
initial

Drop outs:
30 days: C=
4,E=2

60 days
(cumulative
includes 30
days count):
C=10,E=2

Analysis

Inclusion

Data
analysis was
based on
the N=103
people who
completed
all follow-
up
measureme
nts (ie. ACA)

Patient
Characteristics

In N=103 (ACA
population)

All=first Ml
patients who
underwent a 10-
15 day inpatient
based cardiac
rehab program

Men n=83
Women n=20
Age = 30-65 yrs
Race: white n=96,
Black n=7

SBP mean 123
mmHg

Current smokers
n=59
Non-smokers
n=44
Occupation:
unknown n=3,
retired n=12,
labour and
service n=25,
proprietor and
skilled craftsman
n=37,
professional
n=21, top
management n=5

Intervention

Experimental: CV
nursing
intervention (E)

N=58

ITT =58
ACA =30 and 60
days n=56

E: Baseline 30 day
data obtained and
used for problem
identification by
CV nurse visits to
pts and spouses,
discussing the
cognitive and
attitudinal info
with the pt and
spouse. Specific
societal
adjustments and
coping methods
were examined
for their
effectiveness.
Unclear or missing
info from the
rehab program
was also
discussed.
Problems
identified and pts
perception were

Comparison

Control (C)
N=57

ITT =57

ACA =30 days
n=53, 60 days
n=47

Completed
the same
measurement
scales as
experimental
group just
prior to
dismissal
from hospital,
and at 30 and
60 day visits
to home.
Received no
nurse
intervention
and no
discussion of
medical
regimen or
problems
experienced.

Length
of
follow-
up

30 and
60 days
after
hospital
discharg
e

Outcome
measures

Outcome 1

Reasons for
withdrawal

Effect sizes (at 2
months post-
discharge)

Death n=2 (E=1,
C=1)

Lost to follow-up
n=5

Not want to
continue n=4

Source of funding
Comments

Funding: Partial
grant from NIH

COMMENT:
Randomisation:
says pts were
alternately
assigned to
experimental or
control groups. No
other details given
of randomisation,
blinding, power or
other Risk of bias
elements.

879D IDIN J0 d1epdn |eilied :uonuanald Alepuodas - ||A



€

sodlpuaaay

Table 28: O’Driscoll 20074%?

Study

Aim
Population
Methods

Themes with
findings: barriers

Limitations

O’Driscoll 2007

To examine the effectiveness of a London National Health Service Trust Hospital’s CRP

3 post-MlI patients and 11 healthcare professionals

Patients: individual case studies; participant observation; in-depth semi-structured interviews

Location/ transport/
mobility/ distance difficulties

Time constraints

Lack of appropriately trained
staff

Lack of support at home

Comorbidities

Poor communication between
departments

Problems of tailoring CRP to
the individual

Lack of resources
Need to follow up patients
who do not attend

Staff morale

None.

Table 29: Pell 1998463

Study
Aim

Population

Pell 1998

Staff unclear if hospital could provide transport.

Twice a week is quite a tall order really.

Lack of staff leading to information overload, un-interactive and didactic teaching with rapid pace and sometimes
vague and too general with limited clarifications; contradicting or omitted advice; lack of psychologist to provide
support (e.g. for depression, stress management).

Not all patients informed that family members welcome to attend rehab programme; constraints if room not big
enough for patients and relatives.

Limited level of concentration.

Failure in transferring information between departments (e.g. exercise test results) so staff unable to set
accurate training intensities or tailored goals; patients not being set challenging targets.

“People in the lower socioeconomic group don’t do as well...they don’t have the knowledge...their needs are very
different”.

Behind in milestones due to timing of receiving funding; “Cinderella service”; limited personnel resources; limited
staff time for each patient leading to information overload; limited access to interpreters.

Important that cardiac staff contact the patients to explore possible barriers and if possible provide assistance to
facilitate attendance.

Modernisation of NHS has increased workload and pressure and decreased inspiration and enthusiasm; “would
be bored to tears if all | did was cardiac rehab”; “so much more we need to do”.

To determine the factors associated with patients failing to attend rehabilitation.

208 patients who had been invited to CRP after MI.
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Study
Methods

Themes with
findings: barriers

Limitations

Pell 1998
Questionnaires.

Location/ transport/
mobility/ distance
difficulties

Time constraints

Reluctant to exercise

Uncomfortable exercising in
a public gym/in a group

Not seen as beneficial
Comorbidities

Belief that exercise is
harmful

Exercise not helpful/
inappropriate/ excessive/
unnecessary

Parking/ lack of access to suitable transport/ cost of transport; community venue easier to attend.

Conflicting work commitments; conflicting domestic commitments (dependent family member); dislike of class
times.

Dislike of exercise.

Dislike of large mixed-sex classes.

Perception that attendance would result in little benefit; felt better/fine.
Clinical problems (e.g. worsening cardiac symptoms or other health problems).

Perception that attendance would result in increased risk/advised against.

Dislike of exercise level.

Qualitative data only a small part of questionnaire study.

Role of researcher not clearly described.

Not “rich” data.

Table 30: Proudfood 200748

Study
Aim

Population
Methods

Themes with
findings: barriers

Limitations

Proudfoot 2007

To investigate the UK and any national (within UK) differences in the provision, staffing, content of phase | cardiac rehabilitation (P1CR), national

guidelines achieved and any identified barriers.

Patients with acute coronary syndromes .

Questionnaire to 247 cardiac rehabilitation centres with qualitative free text.

Lack of resources

staffing levels: low levels of physiotherapists, dieticians and clinical psychologists; lack of funding; time constraints; lack of

resources

Qualitative part only a small part of overall study.
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Study

Proudfoot 2007
Data not “rich”.

Table 31: Pullen 2009%%8

Study
Aim

Population
Methods

Themes with
findings: barriers

Themes with
findings:
facilitators

Limitations

Pullen 2009

To provide an analysis of how women think about their iliness and cardiac rehabilitation and examine how this relates to decisions about whether

or not to attend a CRP

Female cardiac patients who had accepted (n=5) or declined (n=3) a CRP (all except 1 had M)

Semi-structured face-to-face interviews; interpretative phenomenological analysis

Lack of
understanding on the
importance of CRP on
recovery or what CRP
entails

transport

Comorbidities

Desire to reduce risk
of secondary Mi

Desire to achieve
goals

Support at home

Peer support

Availability of
specialist staff
Health in the

participant’s own
hands; self-efficacy

Dismissing doctors’ advice (e.g. to give up smoking); tended to ascribe condition to stress or family tendency not alterable
factors; being independent, having to cope alone, dislike of asking for external help, frustration at loss of independence
leading to lack of perceived need for CRP; poor understanding of programme (e.g. thinking it was for other people, not for
them); thinking it was not needed if had family support.

Transport barriers.

Previous cardiac problems (felt they had sufficient knowledge on condition already) and/or comorbidities (e.g. prioritised
spondylitis over cardiac condition).

Being able to do something to control the condition; able to identify causes of condition and appreciate importance of
appropriate lifestyle control (smoking, diet, exercise).

Determination to make a good recovery; self-motivated; complying with advice; attempting to control the condition; feel
confident (although require support); learning how to cope.

Family support essential for returning to normal activities; positive endorsement form family or friends who had
previously attended programme; practical support/transport from partners.

Being alone would have been a barrier to attending CRP; meeting others was important.

Opportunity to receive expert advice.

Expected CRP to increase confidence and offer reassurance; feeling able to negotiate about exercise levels at CRP.

Examines decision to attend CRP but not all participants had actually attended.
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Table 32: Radley 1998%°

Study

Aim
Population
Methods

Themes with
findings: barriers

Themes with
findings:
facilitators

Limitations

Radley 1998

To compare the problems reported by women and men six months after M.
60 women and 60 men six months after MI.

Interview.

Location/ transport/ mobility/ Public transport arrangements not suitable.
distance difficulties

Lack of information on where Women not offered the opportunity to attend.
and when CRP is available/
referral issues

Uncomfortable exercising in a Woman did not like group arrangement (would have preferred one-to-one sessions); being the only woman in a
public gym/in a group group of mostly younger men made women self-conscious and hindered involvement
Unhelpful comments from doctor told one woman that attendance “wasn’t necessary”

health professionals

Peer support having attended the CRP was a continuing source of support in the months after discharge

Role of researcher not clearly described.
Not “rich” data.

Table 33: Rivett 20095

Study

Aim
Population
Methods

Themes with
findings: main
reasons for
withdrawal

Rivett 2009

to identify the reasons for withdrawal and stage of physical activity (PA) readiness in patients previously engaged in CRP.
101 withdrawn patients from community based CRP (Heart Watch).

Telephone interviews (10 minutes each).

Lack of support at home Lack of female support.

Ambience at CRP Too crowded.
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Study

Limitations

Rivett 2009

Too costly

Time constraints

Location/ transport/ mobility/ distance difficulties
Ambience at CRP

Unmotivated

Time constraints

Time constraints

Comorbidities

Exercise not helpful/ inappropriate/ excessive/
unnecessary

Location/ transport/ mobility/ distance difficulties

Too expensive.
Lack of time.

Lack of transport.
Lack of enjoyment.
Lack of motivation.
Work demands.
Family demands.
Injury orillness.

Joined other facilities.

Unhappy with city centre location.

Significant proportion of potential participants (187/288) not contactable by telephone following introductory letter after 2 attempts, so results
may not be representative of all patients who withdrew from programme.

Table 34: Tolmie 2009%%

Study

Aim
Population
Methods

Themes with
findings: barriers

Tolmie 2009

To examine the needs of older people in relation to cardiac rehabilitation and to determine if these were currently being met

31 older men and women (265 years) with Ml in last 6 months with full, partial or non-attendance at CRP

Mixed-methods: structured questionnaire; brief clinical assessment; in-depth interviews .

Time constraints Desire to reduce time already being spent attending clinics/ appointments.

Unmotivated Classes had little time for social interaction; the leader turned on the music and left participants to it so little motivation
to continue attendance.

Lack of support at Comments from a family member who believed the person wasn’t “at that stage” and “wouldn’t gain anything”.

home

Not seen as beneficial ”I’ve only got one life and I...intend to use it as it suits me”.

Comorbidities Physically restricting or socially embarrassing problems (e.g. arthritis, incontinence).

Exercise not helpful/  Belief that exercise regime was too strenuous / outwith the person’s capabilities; day to day activities enough; severe
inappropriate/ pain or exhaustion during or after exercise session so too frightened to try again; low-level exercise programmes felt not
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G.3.2

Study

Themes with
findings:
facilitators

Limitations

Tolmie 2009

excessive/
unnecessary

Discontinued when
participant felt no
further benefit

Unhelpful comments
from health
professionals

No desire to extend
lifespan

Desire to achieve
goals

to provide any more benefit than routine everyday activities; negative beliefs about ageing process and extent to which
health/ quality of life could be improved; belief that surgery/drugs/ radiological interventions more effective than lifestyle
change, and beyond these interventions, little could be done.

Continued only until felt back to normal or no longer challenged by programme.

Consultant who made the person feel “worthless”; member of CRP who told them they didn’t think there was much they
could do for the patient.

“Not really keen on staying too long...rather live a natural life than to ... linger on and become a burden to people...when
it’s done, it’s done”.

“Silly not to do it”; wanted “something to help me get back on my feet again”; essential part of recovery.

Role of researcher not clearly described.

Interventions to increase the uptake of and adherence to cardiac rehabilitation

Table 35: Beckie 2010 #°

Reference

Author:Becki
eTM,
Beckstead
JW

Journal:
Cardiopulm
Rehabil Prev.

Length
of
Study Number of Patient follow-  Outcome Source of
type patients Characteristics Intervention Comparison up measures Effect sizes funding
RCT N=252 The inclusion The gender- The 12wk Outcome 1: Intervention = Funding: this
criteria were: tailored exercise traditional CR  CRP Adherence 123/141 study was
1) women protocol was program, >80% to Control = 74/111 sponsored by
>21 years identical to nationally exercise the National
2) diagnosed with  that of the certified by Institutes of
a AMI, angina, or traditional CR the Health grant 5
program except American RO1 NR0O07678.

having undergone
coronary artery

that participants

Association of
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Reference
2010 May-
Jun;30(3):14
7-56.

Title:

Predicting
cardiac
rehabilitation
attendance
in a gender-
tailored
randomized
clinical trial.

Outpatient
CR program
in
Southeastern

United States
between
January 2004
and March
2008.

Study
type

Number of
patients

Patient
Characteristics
bypass

graft (CABG)
surgery or
percutaneous
coronary
intervention (PCl)
within the last
year; and

3) able to read,
write, and speak
English.

The exclusion
criteria were:

1) health
insurance

coverage for less
than 36 ECG-
monitored
exercise sessions,
2) cognitive
impairment,
3)inability to
ambulate

4) insertion of an
automatic
internal cardiac
defibrillator
(AICD) in

the last year.

Intervention
exercised
exclusively with
women in their
cohort and the
time of the
intervention was
restricted to 1
time slot when
the

traditional CR
facility was closed.
The intervention,
guided by the
Transtheoretical
Model

(TTM) of
behaviour change
and delivered with
a motivational
interviewing (M)
counselling style
was administered
by female
research nurses
and EPs (Figure 2).

Length
of
follow-
Comparison up
Cardiovascula
r and
Pulmonary
Rehabilitation
(AACVPR),
was
delivered by

female nurses
and exercise
physiologists
(EP) using a
case
management
model.

Outcome
measures

Effect sizes

Source of
funding

879D IDIN JO a1epdn |eilied :uoiuanald Alepuodas - A



(0174

sodlpuaaay

Reference

Study
type

Number of
patients

Patient
Characteristics

With a mean age
of 63 years
(SD=12, range,
31-87 years) most
women were
Caucasian

(82%), married
(53%), retired
(47%) with >high
school education
(92%). Seventeen
percent

were African
American and
16% of
Caucasians
considered
themselves
Hispanic. The
groups

were not
different at
baseline on
marital status,
education,
previous CR
attendance, work
status, race, risk
factors or co-
morbidities. Urine

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding
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Reference

Study
type

Number of
patients

Patient
Characteristics
cotinine levels
ranged from 25-
2500 ng/mL
with a median of
25 ng/mL. The
groups did not
differ in baseline
psychosocial
variables (all
with acceptable
reliabilities; Table
1). All participants
reported poor
health
perceptions on
all SF-36
subscales
compared to
national norms
for women
experiencing a
myocardial
infarction within
the past year60
particularly on
the physical
functioning, the
role

functioning-
physical, and the
vitality subscales.

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding
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Study
Reference type

Study
Reference type
Author:Carro RCT
Il DL, Rankin
SH, Cooper
BA.
Title:The

effects of a
collaborative
peer
advisor/adva
nced
practice
nurse
intervention:
cardiac
rehabilitatio
n
participation

Number of
patients

Table 36: Carroll 2007 **

Number of
patients
N=247
N=195 final

Drop out
n=52

N=12 died
N=34
withdrew

18.6%
attrition
rate

Patient
Characteristics

Fifty one percent
of the sample had
CES-D

scores of >16.

Patient
Characteristics

Inclusion criteria

5 academic
centres of the
USA. Diagnosis of
Ml or CABS; older
than 65 yrs,
unpartnered,
were able to
speak and read
English, and had
access to
telephone.

Intervention

Intervention

Community
based
collaborative
peer
advisor/advanced
practice-nurse
interevention
within 48 hours of
discharge.

Home visit within
72 hours and
telephone calls at
2, 6 and 10 weeks
from an advanced
practice nurse
and 12 weekly
telephone calls

Comparison

Comparison

Pamphlet
with
information
on the
benefits and
drawbacks of
exercise

Length
of
follow-

up

Length
of
follow-
up

12
weeks
interven
tion
with 12
month
follow-

up

Outcome
measures

Outcome
measures

Outcome 1:
Uptake
12 month

Effect sizes

Effect sizes (at 2
months post-
discharge)
Intervention:
92/121

Usual care:46/126

Source of
funding

Source of funding

They included a
12 month follow-
up but only
included the 12
week or 3 month
data since this
covered the
duration of the
CRP.
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Reference
and
rehospitaliza
tion in older
adults after a
cardiac
event.

Journal: J
Cardiovasc
Nurs. 2007
Jul-
Aug;22(4):31
3-9.

Randomised:
yes, but no
details

Allocation
concealment
:unclear

Blinding:
Unclear

Power
calculation:
Based on
previous
study.

Study
type

Number of
patients

Patient
Characteristics

Intervention

from a peer
advisor.

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes (at 2

months post-
discharge)

Source of funding
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Study Number of
Reference type patients

Mending
Hearts
together 1
(R15
NR0O4255). A
sample of
186 subjects
was needed
to detect a
moderate
effect size
with p<0.05.
An attrition
rate of 25%
was
projected.
Therefore a
total of 232
subjects
were
estimated
for
recruitment
of this study.

Patient
Characteristics

Intervention

Comparison

Length
of
follow-

up

Effect sizes (at 2
Outcome months post-
measures discharge)

Source of funding
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Table 37: Cossette 2012 %

Reference

TRANSIT-
CCU trial

Author:
Sylvie
Cossette,
Nancy
Frasure-
Smith,
Jocelyn
Dupuis,
Martin
Juneau, and
Marie Claude
Guertin.
Title:
Randomized
controlled
trial of
tailored
nursing
interventions
to improve
cardiac
rehabilitatio
n
enrollment.
Journal:
Nurs.Res. 61
(2):111-120,

Study
type

RCT

Number of
patients

N=242

Lost to
follow-up at
the 3rd
follow-up
phone call
(for
secondary
outcomes):
c=17

N=5

Analysis

Inclusion
All pts were
included in
analysis in
the
intervention
group (N)
and 85% of
both groups
participated
inall 3
steps.
primary
outcome

Patient
Characteristics

In N=242

All= ACS pts
admitted to a
tertiary cardiac
centre for
suspected ACS

Men n=207
Age = mean 59
yrs

Smokers n=93
Hypertension
n=149

Diabetes n=57
BMI >30)
n=90/206
Education <high
school n=115
Employed n=150

Intervention

Nursing
intervention (N)

N=121

ITT=121

ACA = 121 (for
primary outcome)

ACA =116 (for
secondary
outcome)

N: intervention
had 3 parts — 1.
face-to-face
meeting before
discharge; 2.
Telephone call
three days post-
discharge; 3. final
contact of
telephone call or
a hospital
meeting 10 days
post-discharge.

A family member
was invited to
participate at any

Comparison

Usual care
Control (C)
N=121

ITT =121
ACA=121
(for primary
outcome)
ACA =104
(for
secondary
outcome)

The regular
nurse
continued to
provide their
care until
hospital
discharge,
researcher
contact them
6 weeks after
discharge for
the end-of-
study
guestionnaire
. For
questions
after

Length
of
follow-
up

6 weeks
after
hospital
discharg
e

Outcome
measures

Outcome 1

Adherence to
medications
(score >1)

Did not
include. They
didn’t
measure
adherence to
CR

Outcome 2
(primary)
Enrollment in
rehab
program
(attended at
least 1 rehab
session within
6 weeks of
discharge)

Effect sizes (at 2
months post-
discharge)

N=13/91
C=14/82

N=45% =55/121
C=25%=29/121
Unadjusted OR
2.56 (95% CI 1.48,
4.43), p<0.001

Adjusted OR still
p<0.01

Source of funding
Comments

FRSQ, GRIISIQ and
Montreal Heart
Institute
Foundation and
Research Center.
Canada.

COMMENT:
Powered study
Single blind
(nurses)
Randomised by
statistician at co-
ordinating centre
Allocation
concealment:
nurses given
sealed opaque
envelopes opened
after each pt
completed
baseline
questionnaire
Pts informed of
randomisation
assignment
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Reference

2012.

Country
Canada

Methods

Baseline
questionnair
e completed
in person
before
discharge by
a researcher
who was
blinded to Tx
assignment.
Questionnair
es used:
Iliness
perceptions
questionnair
e; Pts
perceptions
of support by
family (14-
item Family
care climate
questionnair
e—pt

Study
type

Number of
patients

(enrollment
in rehab) all
pts data
included as
had data
showing
who
enrolled for
rehab
programs

Baseline
differences:
C group had
more men,
fewer pts
who lived
alone, more
obese pts
and
physically
inactive. N
group had
more HT pts

Patient
Characteristics

Intervention

time (but not
mandatory). Goal
of step 1 was to
address pts and
family’s
management of
symptoms and
physical activity
after discharge,
their
understanding of
theillness
episode, and their
concerns and
worries. Focus of
second step was
patient’s clinical
condition and
ability to manage
the disease after
discharge, and
any other worries
or concerns
including risk
factor
modification.
Focus of 3rd step
was also clinical
and treatment
issues, as well as
addressing risk
factor and

Comparison

discharged
they were
encouraged
to contact
regular
healthcare

resources (eg.

telephone
health
hotline, their
family
physician or
cardiologist,
or emergency
services).

BOTH
GROUPS:
After hospital
discharge, all
pts in both
groups were
referred to
rehab centre
with a
program
including
multifactorial
and
multidisciplin
ary

Length
of
follow-

up

Outcome
measures

Effect sizes (at 2

months post-
discharge)

Source of funding
Comments
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Reference

version);
anxiety;
medication
adherence
(4-item Self-
reported
Medication-
taking Scale
— higher
scores =
better
adherence);
several other
questionnair
es

Study
type

Number of
patients

Patient
Characteristics

Intervention

lifestyle
modification,
including
rehabilitation
enrollment. This
meeting occurred
mean of 10 days
after discharge.
Nurse also
discussed
patients’
anticipated
difficulties with
risk factor
modification to
improve the
perceived
benefits and
lower the barriers
to entering
rehabilitation.

Comparison

interventions.
Staff (blinded
to group
assignment)
phoned all
study pts to
invite them to
enroll and pts
who accepted
were
scheduled for
first
appointment
within 6
weeks after
discharge. Pts
in both
groups were
encouraged
to call rehab
centre
themselves at
any time to
schedule an
appointment.

Length Outcome
of measures
follow-

up

Effect sizes (at 2
months post-
discharge)

Source of funding
Comments
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Reference

Author:

Dalal HM,
Evans PH,
Campbell JL,
Taylor RS,
Watt A, Read
KL, Mourant
AJ, Wingham
J, Thompson
DR, Pereira
Gray DJ.

Title:

Home-based
versus
hospital-
based
rehabilitatio
n after
myocardial
infarction: A
randomized
trial with
preference
arms--
Cornwall
Heart Attack
Rehabilitatio
n
Managemen
t Study
(CHARMS).

Table 38: DALAL'?*

Study
type
RCT

Number of
patients

N=91

Drop
outs/early
discontinua
tion.
Hospital
based =
n=10 (4
died, 6 lost
to follow-
up)

Home-
based n=10
(1 died, 9
lost to
follow-up)

Patient
Characteristics

Inclusion criteria:
confirmed acute
MiI; ability to read
English;
registered GP in
one of the two
primary care
centres

Exclusion criteria

Severe heart
failure; unstable
angina;
uncontrolled
arrhythmia;
history of major
psychiatric illness
(including
dementia); other
significant
comorbidity;
patients
readmitted with
acute Mi who
had already
received an
intervention in
the study

Baseline
characteristics

Intervention

Hospital based
rehabilitation:
classes once a
week for 8-10
weeks. Patients
were also
encouraged to
exercise at home

Comparison

Home based
rehabilitatio
n: Patients
were seen
during their
hospital
admission
by a CR
nurse and
issued with
the Heart
Manual to
use over 6
consecutive
weeks. A CR
nurse made
a home visit
in the first
week and
followed up
by a
telephone
call over 6
weeks.

Length of

follow-up Outcome measures

8-10
weeks

Outcome 1
Adherence
(author defined

satisfactory
adherence)

Effect sizes
Hospital = 38/51
(75%)

Home based =
29/40 (73%)

Comments

Source of
funding:
NHS
Executive
South West
Project
grant.

Limitations:
no details of
what is
satisfactory
adherence.

No details
on uptake
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Reference

Journal:

Int J Cardiol.
2007 Jul
10;119(2):20
2-11

Country:
UK

Randomisati
on:

Yes, simple
randomistaio
n

Allocation
Concealment
: Unclear

Blinding: No

Power
Calculations:
Based on
hospital
Anxiety
Depression
scale score
used in pilot

Study
type

Number of
patients

Patient

Characteristics Intervention Comparison
Hospital based

Age 64.3 (11.2)

Men 80%

In employment

26%

HAD Score

Anxiety 3.83%

HAD Score
Depression 2.25%

Previous Ml 15%
Angina 21%
Diabetes 11%

Home-based
Age 60.6 (10.1)
Men 82%

In employment
51%

HAD Score
Anxiety 4.39%

HAD Score
Depression 3.41%

Previous Ml 12%
Angina 15%
Diabetes 18%

Length of
follow-up Outcome measures

Effect sizes

Comments
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Patient
Characteristics

Study Number of
Reference type patients
study. They
estimated
they need
104 patients
in each arm.
This would
provide 95%
power with
two-sided
significance
of 0.05 to
detect a
difference of
0.5 SD.

With the
numbers
achieved,
they were
able to
detect a
difference of
over 2 points
(0.56SD)
with 80%
power and
p=0.05
which is still
clinically
significant.

Intervention

Comparison

Length of
follow-up Outcome measures

Effect sizes

Comments
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Table 39: Daltroy 198532

Reference

Authors: L.
H. Daltroy.
Title:
Improving
cardiac
patient
adherence to
exercise
regimens: a
clinical trial
of health
education.
Journal:).Car
d.Rehab.
5:40-49,
1985.

Country
USA - 6 sites

Methods
Drop-out
defined as:
person who
misses 18
sessions
regardless of

Study
type

RCT

Number of
patients

N=174

Drop outs:

Half the
patients
had
stopped
coming to
the exercise
programs
by the
12week.

Patient
Characteristics

In N=174

All= patients with
CHD (history of
MlI, angina,
CABG) who
joined a site
supervised
cardiac exercise
program and had
not been in one
previously.

Men 88%

Age = mean 54
yrs

Education at least
1 year college=
59%

Race: 95% White
Employed 71%
White collar
(current/previous
) 75%

Current smoker
14%

Intervention

Educational
intervention (E)

N=84

ITT =84
ACA

Aim to improve
pts attendance at
6 cardiac exercise
programs

during 1st 3
months by
supplementing
the existing
educational
efforts for pts and
family members.

Pts filled out a
baseline
guestionnaire and
the received a
telephone
persuasive
communication in

Comparison Length
of
follow-
up

Pamphlet 1 year

alone (P)

N=90

ITT =90

ACA

Pts received
the mailed
pamphlet
after the
baseline
guestionnaire
was returned
(same
pamphlet as
for the
educational

group).

Spouse of pts
received only
the written
persuasive
communicatio
n (as per the

Outcome
measures

Outcome 1
Attendance

Effect sizes (at 2
months post-
discharge)

3 months:

NS diff between
groups for % of
sessions
attendance
(p=0.7; E=63.8%,
SD 27.24 sessions,
P=62.2%, SD 28.17
sessions)

After controlling
for baseline
variables,
exposure to
educational
intervention
accounted for
11.7% increase in
attendance.

Experimental
intervention more
effective for pts
with high school
education or less
than for pts with
at least 1 year of
college
(regression

Source of funding
Comments

Funding: Grant
from NIH or and
Maryland Affiliate
of the American
Heart Association,
USA.

COMMENT:

Randomisation:
stratified by site
and current
cigarette smoking
status

Blinding: single
blind (nurse/data
collector for
attendance
outcomes)

Powered study

No other details
of RoB elements
mentioned
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Reference Study

type

subsequent
attendance

Attendance
recorded,
and
questionnair
es sent to
collect data
on home
exercise

Primary
outcome: %
of sessions
attended
over 3
months in
the program
(ie. the first
36 sessions
offered for
the patient
regardless of
calendar
time.

Number of
patients

Patient
Characteristics

Weight = 178 |bs

NS difference
between groups
for baseline
characteristics

Intervention

a scripted
counselling
format designed
to convince them
of benefits of
regular exercise in
the program,
warn them of
likely drawbacks
so their
experience was
more realistic,
acquaint them
with methods
used by other pts
to cope with the
drawbacks so that
they might be
able to use the
methods
themselves, and
elicit an oral
commitment to
the interviewer
that they would
attend at least 2
classes/wk in the
1st 6 wks. In
addition, each
received a mailed,
written
persuasive

Comparison

education
group)

Length
of
follow-

up

Outcome
measures

Outcome 2:

Drop-outs

Outcome 3

Spousal
support

Effect sizes (at 2
months post-
discharge)

analysis).

Varied over time;
exact numbers
not given (but
datain a graph)

Study site was the
only variable SS
associated with
time until drop-
out.

Half the pts had
stopped coming
to exercise
programs by the
12th week

There was NS
difference
between the 2
groups for the
length of time pts
exercised at the
sites before they
dropped out
(p=0.05)

77% pts had
spouses who
participated
(75.6% E, 78.6% P)

Source of funding
Comments
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Reference

Study
type

Number of
patients

Patient
Characteristics

Length
of
follow-

up

Intervention Comparison

communication
that reinforced
these points.

Telephone
counselling for
the pts spouses
was similar to that
of the pts, and
they also received
a written
persuasive
communication.

Outcome
measures

Effect sizes (at 2
months post-
discharge)

Pts with spouses
(n=134) attended
SS better than pts
without spouses
(n=31); mean
attendance 66.4%
vs 41.8%.

Pt spousal support
was most
important to pt
attendance than
pt perceived
spousal support )

However there
was NS difference
between the E
and P groups in
behavioural
support given by
spouses (despite
spouses having
more education in
the E group —
E=36% vs P=35%
spouses
accompanied pts
to exercise
classes; and

Source of funding
Comments
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Reference

Study
type

Number of
patients

Patient
Characteristics

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

Outcome 4

Attendance in
relation to
baseline
variables

Outcome 5
Exercise
performed at
home (during
11th month of
study)

Effect sizes (at 2
months post-
discharge)

E=60% vs P=59%
spouses gave oral
encouragement)

Spouse oral
encouragement
was only factor
(other factors
were spouse came
to sessions and
group or staff
influence) that
made a SS
difference in good
attendance vs
poor attendance

Most had dropped
out of supervised
programs by this
time

N=160 responded;
78% reported
doing at least
some exercise on
their own;

Of all pts who
started in months
1-5, only 31%
were exercising at
least 15 mins 3 or

Source of funding
Comments

data from 1 site
suggested that a
planned
graduation of
exercise (every 3
months) may
encourage higher
initial attendance
while not
lessening the
amount of
exercise achieved
at home,
compared with
pts from sites
without a planned
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Reference

Reference

Authors:

Sherry L.
Grace, PhD;
Kelly L.
Russell, MSc;
Robert D.
Reid, PhD,
MBA; Paul
Oh, MD,
FRCPC;
Sonia Anand,
MD, PhD,
FRCPC;
James Rush,
PhD; Karen
Williamson,
PhD; Milan
Gupta, MD;
David A.
Alter, MD,

Study
type

Study
type

Prosp
ective
cohor
t

Number of
patients

Table 40: Grace 20112

Number of
patients

N=1809

Patient
Characteristics

Patient
Characteristics

Inclusion criteria

A total of 2635
stable cardiac
inpatients were
recruited.
Inclusion

criteria were a
confirmed
diagnosis of acute
coronary
syndrome
diagnosis, having
undergone
percutaneous
coronary
intervention
(PCl) or CABG,
having a
concomitant
diagnosis of

Intervention

Intervention

Referral strategy

Liaison only = 490

Automatic only
=551
Combined n=471

Liaison = the
referral is
facilitated through
a personal
discussion with a
health care
professional (i.e.
nurse or
physiotherapist)
and or/peer
graduate (at the
bedside or in
some cases by

Comparison

Comparison

Usual
N=297

Usual referral

=at the

discretion of

health care
providers.

Length
of
follow-

up

Length
of
follow-
up

1yr

Outcome
measures

Outcome
measures

Outcome 1
Uptake

Outcome 2

Mean
attendance of

those referred

Effect sizes (at 2
months post-
discharge)

more times/week
with heart rate in
the training zone.

Effect sizes

Usual = 83/297
(29%)

Liaison = 239/490
(51%)

Automatic = 321
/551 (61%)
Combined =
335/471 (74%)
Usual =247/297
83.4%

Liaison =408/490
83.2%
Automatic
=460/551 83.6%
Combined =
385/471 81.9%

Source of funding
Comments

graduation policy.

Source of
funding/Comme
nts

The CRCARE
study was
funded by the

Canadian
Institutes of
Health Research
(CIHR) Institute
of Gender and
Health and the
Heart and Stroke
Foundation

of Canada grant
HOA-80676. Dr
Grace is
supported

by the CIHR
Institute of
Health Services
and Policy
Research New
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Reference

PhD, FRCPC;
Donna E.
Stewart, MD,
FRCPC; for
the Cardiac
Rehabilitatio
n Care
Continuity
Through
Automatic
Referral
Evaluation
(CRCARE)
Investigators
Title: A
Prospective,
Controlled
Study
Journal:
ARCH
INTERN
MED/VOL
171 (NO. 3),
FEB 14, 2011

Country
Canada

Study
type

Number of
patients

Patient
Characteristics

heart failure or
arrhythmia,
eligibility for CR
based on
guidelines

of the Canadian
Association of
Cardiac
Rehabilitation,20
and proficiency in
English, French,
or Punjabi

Exclusion criteria
had participated
in CR within the
past 2 years or
had a

clinically
significant
orthopedic (ie,
total joint
replacement),
neuromuscular
(ie, Parkinson
disease), visual
(ie, blindness),
cognitive (eg,
debilitating
stroke,

Intervention

telephone

shortly after
discharge)

Automatic only
referral using
electronic

patient records or
standard
discharge orders
as a systematic

prompt before
hospital discharge

Comparison

Length Outcome
of measures
follow-

up

Effect sizes

Source of
funding/Comme
nts

Investigator
Award, MSH-
80489.

Role of the
Sponsors: The
funding sources
played no role
in the design
and conduct of
the study; in the
collection,
management,
analysis, and
interpretation of
the data; or

in the
preparation,
review, or
approval of the
manuscript.
The researchers
were
independent
from the
funders.
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Reference

Study
type

Number of
patients

Patient
Characteristics

dementia), or
nondysphoric
psychiatric
condition (eg,
schizophrenia)
documented in
their

medical chart
that precluded CR
participation.
Usual,16.4%(n=29
7)

Liaison
Only,27.1%(n=49
0)

Automatic
Only,30.5%(n=55
1)

Combined
Automatic and
Liaison,
26.0%(n=471)

Same order as
above

Sociodemographi
C

Age, mean (SD), y
64.0 (10.9)
66.7 (11.0)

Intervention

Comparison

Length Outcome
of measures
follow-

up

Source of
funding/Comme
nts
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Reference

Study
type

Number of
patients

Patient Intervention

Characteristics

Comparison

65.6 (10.1)
64.7 (9.7)
Female sex
88 (29.6)
148 (30.2)
119 (21.6)
97 (20.6)

White
ethnocultural
background

237 (83.5)
362 (76.1)
453 (86.0)
394 (88.3)
Married

223 (75.9)
354 (74.1)
443 (80.7)
372 (79.3)

Some
postsecondary
education

227 (76.9)
349 (76.5)
405 (74.4)
331 (72.3)
Retired

133 (46.8)

Length
of
follow-

up

Outcome
measures

Source of
funding/Comme
nts

Effect sizes
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Reference

Study
type

Number of
patients

Patient Intervention Comparison Length
Characteristics of
follow-

up
264 (55.8)
280 (53.0)
228 (50.1)

Family income
_CaD $50 000

125 (49.6)
184 (45.8)
216 (49.1)
205 (56.2)
Rural living
58 (19.5)
91 (18.6)
85 (15.4)
79 (16.8)
Clinical

Cardiac
condition/proced
ured

PCl
270 (90.9)
80 (16.6)
180 (32.8)
72 (15.3)
CABG
8(2.7)
194 (40.3)
199 (36.2)
342 (72.6)

Outcome
measures

Effect sizes Source of
funding/Comme
nts

879D IDIN JO a1epdn |eilied :uoiuanald Alepuodas - A



0S¢

sodlpuaaay

Reference

Study
type

Number of
patients

Patient
Characteristics

Heart failure
15 (5.1)

72 (15.0)

81 (14.8)

26 (5.5)
Arrhythmia
14 (4.7)

81 (16.8)
71(12.9)

57 (12.1)

Valve
repair/replaceme
nt

7 (2.4)

30 (6.3)

58 (10.6)

58 (12.3)
Diabetes mellitus
82 (31.3)

151 (37.0)

154 (29.8)

130 (28.4)

BMI, mean (SD)
28.9 (4.9)

28.2 (5.3)

29.9 (6.5)

29.2 (5.0)
Hypertension

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

Source of
funding/Comme
nts
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Reference

Study
type

Number of
patients

Table 41: Grace 2007 ***

Reference

Author:Grac
e SL, Scholey
P, Suskin N,
Arthur HM,
Brooks D,
Jaglal S,

Study
type

Obser
vation
al -

Prosp
ective

Number of
patients

N=661

Patient
Characteristics

218 (79.3)
329 (76.3)
353 (69.6)
339 (73.9)
Smoker
24 (8.4)
28 (5.9)
39 (7.4)
20 (4.4)
Comorbidities
present

184 (65.9)
290 (67.3)
317 (66.6)
323 (70.8)

Patient
Characteristics

Consecutive

patients with ACS
were recruited on

relevant

cardiovascular
units by a

Intervention

Intervention

The automatic
referral model
implemented at

hospital electronic

Comparison

Comparison

This involves
referral to CR
at the

discretion of
the
cardiologist,

Length
of
follow-

up

Length
of
follow-
up

9
months

Outcome
measures

Outcome
measures

Outcome 1
Uptake

Outcome 2
Adherence

Outcome 3

Effect sizes

Effect sizes

Int=118/241
C=96/265
Int =109/241
C =90/265

Lack of referral

n=59; too distant

Source of
funding/Comme
nts

Source of
funding

This study was
funded by
Canadian Health
Services
Research
Foundation
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Reference Study Number of

type patients

Abramson
BL, Stewart
DE.

Title: A
prospective
comparison
of cardiac
rehabilitation
enrollment
following
automatic vs
usual
referral.

Journal: J
Rehabil Med.
2007
Apr;39(3):23
9-45.
Country
CANADA

Patient
Characteristics

research assistant
when medically
stable.

Inclusion criteria
were diagnosis
with a confirmed
myocardial
infarction

(M), unstable
angina (UA),
ischemic
congestive heart
failure

(CHF),
percutaneous
coronary
intervention
(PCl), or acute
coronary

bypass (ACB), and
at least 18 years
of age.

Exclusion criteria
included

being medically
unstable, too
confused to
participate,
previous
participation

Intervention

patient records to
prompt the
standard

order for a CR
referral for all
eligible patients
with cardiac
diseases

This discharge
order is initiated

on the inpatient
ward and printed
on a hospital
network printer in
the

CR center and

again screened for

eligibility.

An information
package,
including a
personalized
letter stating the
name of the
referring
physician,

a program
brochure, a

Comparison Length
of
follow-
up
cardiovascular

surgeon,

general

practitioner,

or other

healthcare

provider

through

paper-based

means.

Outcome
measures

Reasons for
withdrawal or
non-
participation

Effect sizes

or inconvenient
n=13; health or
mobility issues
n=13; did not
know about CR
n=11; conflicts
with employment
n=7.

Others: not
knowing why, not
being interested,
indirect costs, not
capacity for new
patients;
physicians saying
they did not need
CR.

Source of
funding

and Ontario
Ministry of
Health and Long-
Term Care, and
administered

by the Canadian
Institutes of
Health Research
FRN# 73996. Dr
Grace is
supported by
the Ontario
Ministry of
Health and Long-
Term Care.
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Reference

Study
type

Number of
patients

Patient
Characteristics

in CR, being
ineligible for CR
based on CACR
guidelines

due to
musculoskeletal,
vision,
psychiatric, or
other co-
morbidities, or
being unable to
read or speak
English. Those
who met study
criteria

and agreed to
participate signed
a consent form
and were
provided

with a self-report
guestionnaire.
Consent was also
obtained to link

participant’s self-
report
guestionnaire
data with their
clinical data.

Intervention Comparison Length
of
follow-
up

schedule of

classes, and a

request that

the patient

telephone to book
an appointment,
is mailed to the
patient’s

home. Patients
who live outside
of the geographic
area are also sent
a similar package,
but they are
provided with the
contact
information

of the site closest
to their home.
This alternate site
is also sent the

patient’s contact
information.

Outcome
measures

Effect sizes

Source of
funding
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Reference

Study
type

Number of
patients

Patient
Characteristics

Characteristic
UHN Usual (n =
330)

THC Automatic (n
=331)

In order as above
PCl, n (%)

251 (76.1)

154 (46.5)
Males, n (%)
251 (76.1)

253 (76.4)
Ethnocultural
background:
white, n (%)
247 (82.6)

262 (81.1)
Marital status:
married, n (%)
246 (74.5)

257 (77.6)
Retired

118 (35.8)

140 (42.6)

Education: some
postgraduate, n
(%)

177 (53.6)

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding
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Reference

Study
type

Number of
patients

Table 42: Grace 2012?%?

Reference

Author:Grac
e SL,
Angevaare
KL, Reid RD,
Oh P, Anand
S, Gupta M,
Brister S,
Stewart DE;

Study
type
Obser
vation
al
study

prosp
ective

Number of
patients
N=2635
Follow-up:
N=1809

Drop outs:
826 (31%)

Patient
Characteristics

163 (50.6)
Family income: 2
S50 000 CADa, n
(%)

142 (56.3)

157 (53.2)
NYHA Class 1, n
(%)

258 (86.9)

298 (90.9)

Age, mean (SD)
(years)

60.65 (10.6)
61.78 (11.91)

Patient
Characteristics

Inclusion

confirmed acute
coronary
syndrome
diagnosis,
patients who had
undergone
percutaneous

Intervention

Intervention

Pre-approved

clinical practice

guidelines
promote CR

referral as the
standard of care,

some cardiac
wards have

Comparison

Comparison
Control

Each strategy
was tested
individually in
comparison to
patients who
were not
exposed to

Length
of
follow-

up

Length
of
follow-
up
One
year

Outcome
measures

Outcome
measures

Outcome 1
Uptake

Effect sizes

Effect sizes (at 2
months post-
discharge)
Pre-approved
=735/1172
(62.7%)

Control = 243/637
(38.1%)

Pre-booked =
324/478 (67.8%)

Source of
funding

Source of funding
Comments

The CRCARE study
was funded by the
Canadian
Institutes of
Health Research
(IGH and ICRH)
and The Heart and
Stroke Foundation
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Length
of Effect sizes (at 2
Number of  Patient follow-  Outcome months post- Source of funding
Reference Characteristics Intervention Comparison discharge) Comments
CRCARE coronary standing orders in  that specific Control = of Canada Grant #
Investigators intervention (PCl) place so that strategy, 654/1331 (49.1%) HOA-80676. Dr.
or coronary nurses, allied because they Grace is
Title: art(;try bypass hea]!thc.are | ; wet:ce nlcl)t Pre-education = sNuppcI)rted:Jy E[:IHR
Effectiveness graft surgery professionals, an mutually . ew Investigator
of inpatient (CABG), patients ward clerks can exclusive735. 159/198 (80.3%) Award #MSH-
and with a facilitate referral Control = 80489.
outpatient concomitant form completion 819/1611 (50.8%)
strategies in diagnosis of heart and submission Pre-approved COMMENT:
. S . ~ o
increasing failure, eligibility forllndlcated =82.7% This is a re-
T for CR based on patients as pre- Control = 84.3% T
ilizati f guidelines of the approved by the .

utilization o ) . previous group of
caelEe Canadian cardiac program .

— Association of leadership. The AT = patients
rehabilitatio . ' 80.6% presented in study
A2 A Cardiac forms would be el = L by GRACE et al

oA q arm ontrol = .

prospective, Rehablllt.a"clon, . specific to the FR ° 5007
e and proficiency in  program to which
study English, French, patients are Pre-education =
Journal or Punjabi referred. There is 80.4%
T (surveys w?re no reqt.nrement Control = 83.6%
Sci. 2012 Dec translated into for patients for
13_'7‘120 each of these this process to

a languages). occur, however it

Diagnosis of is assumed that

Country acute coronary verbal consent is
CANADA secured. This

syndrome was
confirmed
through patient
chart review of
detailed history,
focused physical
examination,

process is
perceived to
overcome referral
failure because
there is no time
demand for
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Reference

Study
type

Number of
patients

Patient
Characteristics

diagnostic ECG
changes, and/or
troponin levels
above the 99th
percentile of
normal.

Excluded

if they had
participated in CR
within the past
two years, or had
a significant
orthopedic,
neuromuscular,
visual, cognitive,
or non-dysphoric
psychiatric
condition that
precluded CR
participation.

Patient
characteristics

Total Sample
n=1809

Age: 65.4 (10.9)
Gender: F25%
White: 83%
Married: 77.8%

Intervention
physicians

Pre-booked

inpatients are
provided with a
CR intake
appointment prior
to discharge. This
would be done
routinely for all
patients providing
verbal consent.

Early education:
outpatient
strategy, here CR
programs
arranged
interprofessional
education
sessions for
outpatients
shortly after
referral, but
before
commencing the
CR program.
These patient
education
sessions generally

Comparison

Length
of
follow-

up

Effect sizes (at 2
Outcome months post-
measures discharge)

Source of funding
Comments
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Reference

Study
type

Number of
patients

Patient
Characteristics

Secondary
education or
greater: 74.8%
Retired: 52%
Family
income>$50K
CAD =50%
Rural living =
17.3%

Cardiac
condition/clinical
procedure:

MI 28%

PCI 33.5%

CABG 41.3%

HF 10.8%

Arrhythmia:
12.4%

Valve
repair/replaceme
nt: 8.5%
Comorbidities:
67.8%

Intervention

conveyed
information
regarding cardiac
risk factors and
their reduction,
cardiac
medications, the
nature of the CR
program, and
answering any
guestions patients
may have. While
this is not a
referral strategy
per se, more
patients may
ultimately enrol in
CRif they learned
about the CR
program at a time
when they are
more motivated
from their recent
cardiac episode
and discharge.

Comparison

Length
of
follow-

up

Effect sizes (at 2
Outcome months post-
measures discharge)

Source of funding
Comments
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Table 43: Hansen 2009%°¢

Reference

Author:D
Hansen, J
Berger, P
Dendale, R
De Rybel,
and R
Meeusen.
Title:Training
adherence in
early cardiac
rehabilitatio
n: EFFECT OF
EXERCISE
SESSION
DURATION.

Journal: J
Cardiopulm
Rehabil Prev.
2009 May-
Jun;29(3):17
9-82.

Country
Belgium

Methods
Training
adherence
evaluated at

Study
type

RCT

Number of
patients

N=417

Drop outs:
7 weeks:
n=83
(19.9%)

Patient
Characteristics

In N=417

All= CAD patients
referred to the
coronary
revascularisation
unit

Men n=156
Age = mean 63
yrs

BMI 26.7

NS difference
between baseline
characteristics

Intervention

40-min exercise
sessions (40)

N=198

ITT =198
ACA =68

Aerobic exercise
intervention:
exercise training
intervention
included only
endurance
training (no
strength training
exercises were
performed).
Exercise was
under close
supervision 3
days/ week for 7
weeks, at 65% of
the maximal
oxygen uptake
capacity. Exercise
sessions had
equal time
distribution in

Comparison

60-min
exercise
sessions (60)

N=219

ITT =219
ACA =81

In both
groups: when
musculoskelet
al discomfort
or pain
appeared
throughout
the
intervention,
the type of
exercise was
changed so
that these
exercises
could be
executed
without
symptoms.
However,
exercise

Length
of
follow-
up

7 weeks
of
exercise

Outcome
measures

Outcome 1

Adherence
reasons

Outcome 2:
Drop-
outs/adherenc
e

Effect sizes (at 2
months post-
discharge)

CABG pts adhered
significantly more
to exercise than
PCl pts (91.4% vs
80.7%, OR4.7,
95% Cl 1.6-14.4,
p<0.01)

Acute Ml pts
adhered
significantly more
to exercise than
chronic CAD pts
(86.8% vs 81.0%,

OR2.1,95% Cl -1.1

to -3.8, p<0.5)

Short: 160/198
Long: 185/219
Medical reasons:
40 =3%
60=14.4%
p>0.05

Non-medical
reasons:

40=16.6%
60=16.0%
p>0.05

Source of funding
Comments

Research grant
from Hartcentrum
Hasselt vzw

COMMENT: No
details given of
randomisation,
blinding, power or
other Risk of bias
elements.
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Reference

the end of
the 6th week
of exercise
training (>18
exercise
sessions).

Dropouts
definition:
Pts who did
not complete
7 wks of
training
because of
nonmedical
or medical
reasons, or
exercised on
average less
than 2
sessions/wee
k

Table 44: Jolly 2009 >

Reference

Author:K.
Jolly, G. Y. H.

Study
type

Study
type

RCT

Number of
patients

Number of
patients

N=525

Patient
Characteristics

Patient
Characteristics

In N=525

Intervention

each session on
the different
exercise
modalities: 42%
treadmill, 33%
bike, and 25%
arm cranking
device).

Intervention

Home-based
rehab (H)

Comparison

intensity,
frequency and
duration of
the exercise
sessions
remained
constant.

Comparison

Centre-based
rehab (C)

Length
of
follow-

up

Length
of
follow-

up

6
months

Outcome
measures

Outcome 3

Reasons for
drop-out

Outcome
measures

Outcome 1
Reasons for

Effect sizes (at 2
months post-
discharge)

Medical reasons:

40 =15.4%
60=20.2%
Non-medical
reasons- main
reason lack of
motivation:
40=41%
60=38.6%

Effect sizes (at 2
months post-
discharge)

6 months:
Died: H=3, C=2

Source of funding
Comments

Source of funding
Comments

Grant from NHS
and DoH, UK
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Reference

Lip, R. S.
Taylor, J.
Raftery, J.
Mant, D.
Lane, S.
Greenfield,
and Stevens.
Title:The
Birmingham
rehabilitatio
n uptake
maximisatio
n study
(BRUM): a
randomised
controlled
trial
comparing
home-based
with centre-
based
cardiac
rehabilitatio
n.
Journal:Hear
t 95 (1):36-
42, 2009.

Country
UK

Study
type

Number of
patients

Drop outs:
6 months
n=17 (H),
n=23 (C)

12 months
(cumulative
) n=24 (H),
n=26 (C)

Patient
Characteristics

All= patients who
were referred to
the cardiac rehab
program (CRP) in
1 of 4 hospitals,
following an M,
PTCA or CABG
within the
previous 12
weeks and not
considered to be
high risk for a
home-based

exercise program.

Men n=402

Age = mean 61
yrs

Education mean=
14 years

Race: n=418
White, n=89
Asian, n=17 other
In paid
employment
n=220

Current smoker
n=179

SBP mean = 124

Intervention

N=263

ITT = 263
ACA (6 mths)=246

ACA (12
mths)=239

In both groups:
programs
included exercise,
relaxation,
education and
lifestyle
counselling.

Home-based
program
consisted of a
manual, 3 home
visits (at 10 days,
6 weeks and 12
weeks) and
telephone contact
at 3 weeks. Pts
who had Ml or
revascularisation
were discharged
with the Heart
manual or an

Comparison

N=262

ITT = 262
ACA (6
mths)=239
ACA (12
mths)=236

Centre-based
programs
varied in
length
including 9
sessions at
weekly
intervals, 12
sessions over
8 weeks and
24
individualised
sessions over
12 weeks.
Programs
commenced
between 4
and 8 weeks
following the

cardiac event.

Pts exercised

Length
of
follow-

up

and 1
year

Outcome
measures

drop-out

Outcome 2:
Adherence to
rehab
program (>3
sessions of
>15mins
physical
activity in
previous 7
days)

Outcome 3
Adherence to
rehab
program
(attendance
at rehab
sessions)

Effect sizes (at 2
months post-
discharge)

Withdrew: H=3,
C=3

Not attend follow-
up: H=11, C=18

12 months (not
cumulative):

Died: H=0, C=1
Withdrew: H=4,
C=0

Not attend follow-
up: H=14, C=20

6 weeks

H: 95.2%

C: 85.1% p=0.01

12 weeks
H: 90.1% 236/263
C: 93.4% 245/262
p=0.3 (NS)

C: 66% of sessions
attended; n=73
(28%) did not
attend any
sessions

H: mean 4.8 (SD
1.5) home

Source of funding
Comments

COMMENT:

ITT analysis
performed
(missing data
substituted with a
predicated
outcome value)
Randomisation:
individual pt
randomisation by
an independent
CTU using
computerised
program and
minimising for
age, ethnicity,
initial diagnosis
and hospital of
recruitment.
Blinding: single
blind (nurse/data
collector)

Powered study
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Reference Study

type

Methods

Adherence
to cardiac
rehab was
confined to
the physical
activity
component;
data
collected by
questionnair
esat 6,9 and
12 weeks
after
recruitment
asking about
intensity and
duration of
physical
activity
undertaken
the previous
7 days.
Nurse
blinded to
randomised
groups.

Clinical
outcomes

Number of
patients

Patient
Characteristics

mmHg
BMI mean =28

NS difference
between groups
for baseline
characteristics

Intervention

adapted version
(manual
encourages
gradual exercise
to achieve
minimum 15 mins
of moderately
intense exercise).
Additional visits
were made as
deemed
necessary by the
rehab nurse
(nurses delivering
home program
were trained for 2
days).

Comparison Length
of
follow-
up

to 65-75% of

their

predicted

maximal heart
rate and the
exercise
element of
the program
lasted from
25-40 mins
plus warm-up
and cool-
down times.

Outcome
measures

Effect sizes (at 2
months post-
discharge)

contacts.

Contacts with
rehab nurse (visit
or telephone)
n=241 (96.1%)
received 5
contacts; in C
group, only n=147
(56.1%) attended
this number of
classes

Source of funding
Comments
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Study
type

Reference

assessed by
blinded
nurse at a
hospital site
at6and 12
months.

Table 45: Jolly 1999 2%

Reference Study
quality

Author: RCT -

Jolly K, stratifie

Bradley F, d

Sharp S,

Smith H,

Thompson S,
Kinmonth AL,
Mant D.

Title:Random
ised
controlled

Number of
patients

Number of
patients

N=597

Analysis
ITT but
excluded
deaths.

Inclusion
criteria

All 723
patients
admitted to

Patient
Characteristics

Patient
Characteristics

Characteristics
Control (n=320)
Intervention
(n=277)

Age (years)
C=64 (10)
=63 (10)

No (%) of men
C=237(74)

I =189 (68)

No (%) of

Intervention

Intervention

N=321

Ml =191

Angina =71
Follow up care for
patients,
particularly the
transfer of
responsibility for
care between
hospital and
general practice at
the time of

Comparison

Comparison

N=277
Ml =198
Angina=99

Length Outcome
measures
follow-
up
Length Outcome
of measures
follow-
up
1 Outcome 1
month, Uptake
4
months,
and 1
year
after
recruitm
ent.
Outcome 2

Lost to follow-

Effect sizes (at 2
months post-
discharge)

Effect sizes

Total

Int= 109/262
(42%)
C=70/297
(24%)

Ml

Int =79/191
(41%)

C =60/198 (30%)
Total
Int=27/277

Source of funding
Comments

Source of
funding/
Comments

The study was
funded by a
research and
development
national
program grant
from the NHS
Executive, with
service support
from
Southampton
and South West
Hampshire
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Reference

trial of follow
up carein
general
practice of
patients with
myocardial
infarction
and angina:
final results
of the
Southampto
n heart
integrated
care project
(SHIP). The
SHIP
Collaborative
Group.

Journal:BMJ.
1999 Mar
13;318(7185)
:706-11.

Country:
UK

Methods

Randomised
controlled

Study
quality

Number of
patients

hospitals in
the district
who had
survived a
first or
subsequent
myocardial
infarction
and all
patients
with angina
of recent
onset (less
than 3
months)
who had
been seen
in a direct
access chest
pain clinic
or admitted
were
systematical
ly identified
overa
period of 18
months and
considered
for inclusion
in the trial.

Patient
Characteristics

smokers*
C=87(27)

=89 (32)

Serum total
cholesterol
(mmol/I)
C=6.1(1.3)
1=6.1(1.3)
Systolic blood
pressure (mm Hg)
C=129(21)
=128 (19)
Diastolic blood
pressure (mm Hg)
1 =81 (14)
C=81(13)

Body mass index
(kg/m2)
I=28(3.7)
C=27(4.2)

Intervention

discharge and the
support of
practice nurses. A
liaison nurse
telephoned the
practice (speaking
to the practice
nurse if possible)
shortly before
patients were to
be discharged to
discuss the care of
each patient and
to book the first
follow up visit to
the practice.
Practice nurses
were encouraged
to telephone back
to discuss
problems or to
seek advice on
clinical or
organisational
issues. Evidence
based guidance on
clinical
management was
attached to each
discharge
communication,
which was given

Comparison

Length
of
follow-

up

Outcome
measures

up (excluding
deaths Int=15,
C=23)

Outcome 3

Reasons for
withdrawal

Mean number
of sessions
attended by
tvs. usual
referral effect
as usual
referral by
hosptial n was
at increaeing
adherence.

264264264264

Effect sizes

(10%)
C =30/320 (9%)

M
Int =21/204
(10%)

C =20/218 (9%)

Total population.
No details /gp
Five patients
were tooill or
dying, 23
refused, and 29
were
uncontactable.

Source of
funding/
Comments

Health
Authority. Rose
Wiles was in
receipt of a NHS
South and West
Region research
and
development
research training
fellowship
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Reference

trial;
stratified
random
allocation of
practices to
intervention
and control
groups.

Randomisati
on:

597 adult
patients (422
with
myocardial
infarction
and 175 with
a new
diagnosis of
angina) were
recruited
during
hospital
admission or
attendance
at a chest
pain clinic
between
April 1995
and
September

Study
quality

Patient
Characteristics

Number of
patients

The
baseline
characteristi
cs of the 95
subjects
who died or
who were
lost to
follow up at
1 year were
similar at
baseline to
those of the
subjects
who were
followed up.

Intervention Comparison Length
of
follow-
up

to each patient (or

relative) to give to

the general

practitioner. Each

patient was also

given a patient

held record, which

prompted and

guided follow up

at standard

intervals. The

liaison nurses did

not provide

individual clinical

care after

discharge but

provided support

to practice staff

both by telephone

and by visiting

each practice

every 3—6 months.

They also

encouraged

practice nurses to

attend both initial

training on

behavioural

change and an

ongoing support

group to tackle

their information

Outcome
measures

Effect sizes

Source of
funding/
Comments
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Reference

1996.
Power

The power of
the study to
detect
clinically
important
differences
ata 5%
significance
level was
anticipated
to be
reasonably
high for
continuous
variables
(about 95%
fora
difference of
0.35 mmol/I
in blood total
cholesterol
concentratio
n and of 40
m in the
distance
walked); it
was less for
dichotomous

Study
quality

Number of
patients

Patient
Characteristics

Intervention

needs as they
arose.

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding/
Comments
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Table 46: Miller 19883%°

Reference

Author:Shirl
ey M.
Moore,
Jacqueline
M. Charvat,
Nahida H.
Gordon,
Fredric
Pashkow,
Paul Ribisl,
Beverly L.
Roberts, and
Michael
Rocco.
Title:Effects
of a CHANGE
intervention
to increase
exercise
maintenance
following
cardiac
events.
Journal:Ann.
Behav.Med.
31 (1):53-62,
2006.

Country

Study
type

RCT

Number of
patients

N=259
(actually
randomised

)

Drop outs:
End of CRP:
n=9

End of 1
year
(cumulative
): n=39 (the
extra n=30
dropouts
were
included in
the analysis
because
sufficient
data was
available for
the
analysis)

NS
differences
between
groups for
number of

Patient
Characteristics

In N=250 (final
sample)

All= patients who
recently had a
cardiac event
(M1, CABG and/or
angioplasty)
recruited at the
end of their
cardiac
rehabilitation
program

Men n=155

Age = mean 63
yrs

Education mean
14 years

Race: n=203
Caucasian, n=42
African American,
n=5 other

NS difference
between baseline
characteristics

Intervention

CHANGE
intervention —
exercise + usual
care (Ex)

N=?7?

ITT =77
ACA =119

Usual care +
CHANGE
intervention.
CHANGE was 5
small-group (6-8
people)
counselling and
behaviour
modification
sessions for pts
attending a CRP in
which they are
taught self-
efficacy
enhancement,
problem solving
skills, and relapse
prevention
strategies to

Comparison

Usual care
only (C)
ACA =131

Usual care:

routine care
provided at
the CRP.

In both
groups: all pts
received the
usual CRP-
prescribed
structured
exercise and
individual
group classes
(4) on diet
modification
and stress
reduction that
are part of
routine care
at the CRPs.
At the end of
the CRP, all
individuals

Length
of
follow-
up

1 year
exercise
data
collectio
n

Outcome
measures

Outcome 1

Discontinue
exercise in 1
year post CRP

Outcome 2:
Adherence/co
mpliance (met
the exercise
guideline)

Effect sizes (at 2
months post-
discharge)

HR 1.76 (95% CI
1.07-2.86), p=0.02
— usual care group
most likely to
discontinue

Men, non-hispanic
caucasians, those
with higher
motivation were
less likely to
discontinue
exercise.

Higher
comorbidity
scores and more
muscle and joint
pain were more
likely to
discontinue
exercise

1month Met the
number of hours
required:

Ex:52/119 43.8%
C: 45/131 34.4%

12 months Met

Source of funding
Comments

Research grant
from National
Institute of
Nursing Research
at the NIH, USA

LIMITATIONS

Full randomised
population
unclear in both
groups

COMMENT:

Pts recruited by
research nurse
during the 6th-8th
weeks of the CRP.

ITT analysis
performed
Randomisation
using
computerised
randomisation
stratification
program managed
by the project
director in which
pts were stratified
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Reference

USA

Methods
Missing data
defined as:
pts who
failed to
return the
exercise
monitor
recording or
diary after
repeated
reminder
calls.

Data
collected by
telephoen
calls at
month 2 and
month 12 as
well as using
wristwatch
monitors for
exercise
intensity,
activity diary,
adherence
and self-
efficacy

Study
type

Number of
patients

dropouts

Patient
Characteristics

Intervention

address their
identified exercise
maintenance
problems.
CHANGE base on
cognitive-
behavioural
theoretical
frameworks.

Once a week pts
were given 3 half-
hour sessions
during the last 3
weeks of the CRP
and 2 sessions
held at 1 and 2
months following
completion of the
CRP. Sessions
taught by an
experienced
cardiac nurse.

During the 10th —
12th weeks of the
CRP and at 1 and
2 months after
CRP, pts received
the CHANGE
intervention in

Comparison

were given an
exercise
prescription
that included
their THR and
counselled to
exercise at
least 5
times/week
for 30 mins

Length
of
follow-

up

Outcome
measures

Outcome 2

Reasons for
drop-out

Effect sizes (at 2
months post-
discharge)

the number of
hours required:

Ex: 28.8%
C:26.7%

Met the number
of sessions
required:

Ex: 7.5%
C:8.1%

Withdrawals from
study were older,
less fit, had
greater muscle
and joint pain that
limited
movement, and
reported less self-
efficacy for
overcoming
barriers to
exercise at
baseline than
those who did not
withdraw from
the study.

Source of funding
Comments

on gender and site
of recruitment.
Allocation:
randomisation
sequence was
concealed until
the intervention
was assigned
Blinding: single
blind (data
collectors)
Powered study
(for regression
analysis)
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Reference

questionnair
e (8 items
assessing pts
confidence
to continue
participating
in exercise
3/week for
40 mins or
more at
moderate
intensity for
increasingly
greater
numbers of
weeks) and
other
questionnair
es/tests.

Reference

Authors:N.
B. Oldridge
and N. L.

Jones. Title:

Study
type

Study
type

RCT

Number of
patients

Table 47: Oldridge 1983%°

Number of
patients

N=120

Drop outs:
6 months

Patient
Characteristics

Patient
Characteristics

In N=120

All= CHD patients

Intervention

addition to the
routine education
program offered
at the CRP.

Intervention

Experimental(Ex)
N=63

ITT =63

Comparison

Comparison

Control (C)
N=57

ITT =57

Length
of
follow-

up

Length
of
follow-
up

6
months

Outcome
measures

Outcome
measures

Outcome 1
Compliance
(see
definition)

Effect sizes (at 2
months post-
discharge)

Effect sizes (at 2
months post-
discharge)

C=42% (/n=63)
Ex=54% (/n=63)

NS difference

Source of funding
Comments

Source of funding
Comments

Not mentioned

COMMENT: No
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Reference Study

type

Improving
patient
compliance
in cardiac
exercise
rehabilitatio
n. Journal:
J.Card.Rehab
. 3:257-262,
1983.

Country
Canada

Methods
Tests given
and analysis
of diaries

Number of
patients

n=62
(51.7%)

Analysis /
definitions

Compliance:
had to
attend
>60% of the
48
scheduled
supervised
sessions.

Drop-out:
non-
attendance
at 8
consecutive
sessions

Patient
Characteristics

Men and women:
not given

Age = mean 50.8
years

Weight mean
81.3 kg

SBP mean 129
mmHg

Smokers n=27%
Non-smokers
n=73%

Country of origin:
Canada 50%, 17%
not specified.

Education post-
high school: 49%,
17% not specified
Employed 62%
17% not specified
White collar 58%

Blue collar 42%

Intervention

ACA: unclear —
only % given of
drop-outs

As for control
group with
additional self-
management
techniques for 6
months: diary for
heart rates, recall
questionnaires of
daily activities (6
guestionnaires
given over the
time period),
weight loss diary
for those agreed
to lose weight,
smoking diary for
those wanting to
stop smoking.

Comparison

ACA: unclear -
only % given
of drop-outs

Regular 6
month rehab
service
program with
reassessment
at3and 6
months.
Twice/week
attendance at
supervised
exercise
sessions, and
participants
also had to
exercise at
least 3
additional
times/week.
Group
discussions
frequently
held also,
educational
lecture series
given every 2
weeks and
additional

Length
of
follow-

up

Outcome
measures

Outcome 2

Reasons for
withdrawal

Outcome 3
Attendance of
compliers
Outcome 4
Attendance of
dropouts
Outcome 5
Compliance of
those agreed
to participate
in Ex group vs
control group

Effect sizes (at 2
months post-
discharge)

(p>0.10 and
<0.20)

In experimental
group 15/63
would not sign
agreement to
comply for the 6
month program.

More likely to
drop-out were:
blue collar work,
smoking at entry
and inactive
leisure habits. Age
was signif lower in
drop-outs than
compliers

C=74%
Ex=76%

C=21%
Ex=16%

Ex= 65% total
n=48 (63-15) since
15 would not sign
the agreement
form to comply
for the 6m period.

Source of funding
Comments

details given f
randomisation,
blinding, power or
other Risk of bias
elements.

COMMENT: high
drop-out rate (see
definition of drop-
outs)
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Reference

Study
type

Number of
patients

Patient
Characteristics

Intervention

Comparison

counselling
given as
needed.

Length
of
follow-

up

Outcome
measures

Outcome 6
Compliance
with self-
monitoring /
recording
submaximal
heart rate
response

Outcome 7

Compliance
with daily
physical
activity logs (5
or 6)

Outcome 8

Compliance
with weight
loss and
smoking
cessation
diariesty logs

Effect sizes (at 2
months post-
discharge)

C=42%

p<0.01
31/48 (65%)

24/31 (77%)
completed 5 of 6
possible tests.

16/31 (52%)

Weight: 2/5

Smoking: 1/10

Source of funding
Comments
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Table 48: Pack 2013

Reference

Author:Pack
QR, Mansour
M, Barboza
JS, Hibner
BA, Mahan
MG, Ehrman
JK, Vanzant
MA, Schairer
JR, Keteyian
SJ.

Title:An early
appointment
to outpatient
cardiac
rehabilitation
at hospital
discharge
improves
attendance
at
orientation:
a
randomized,
single-blind,
controlled
trial.

Patient
Characteristics

Inclusion criteria
Inpatients at
Henry Ford
Hospital in
Detroit, MlI, were
recruited to
participate
between
February and
November 2011,
with follow-up
occurring
through May
2012. Patients
were eligible to
participate if they
had a qualifying
diagnosis for
referral to CR,

were >18 years of

age,

granted access to
their medical
record for
research, and
gave written
informed
consent.

Intervention

Early, within 10
days,
appointment for
the CR orientation
class

Comparison Length
of
follow-
up

Standard-of- End of

care, 35 days, CRP.

appointment

for the CR

orientation

class.

Patients in the
standard care
were not
forbidden
from
attending an
earlier
orientation
class.
Although they
were given an
official 5-week
appointment.

Outcome
measures

Outcome 1
Uptake (to
orientation
class)
Outcome 2
Completion to
CRP (meeting
pre-specified
number or 212
sessions)
Outcome 3
Actual time
from discharge
to orientation
Outcome 4

Reasons for
withdrawal

Effect sizes

Early: 55/74 (77%)
Standard: 44/74
(59%)

Early: 27/74 (36%)
Standard: 22/74
(30%)

Early: 8.5 days (7-
13)

Standard: 42 days
(35 to NA)

Reasons for not
attending
orientation:

Early n=17,
Standard n=30
Lost
contact/unknown:
E=11S=19.
Financial/insuranc
e barrier: E=0 S=1.
Need to return to
work: E=0. S=2.
Transportation
obstacles:E=2 S=3.

Source of
funding

Dept of
Graduate
medical
Education at
Henry Ford
Hospital

8%79D JDIN J0 21epdn |einded :uoipuanald Alepuodas - [N




€LC

sodlpuaaay

Reference Study
type

Author:Circul
ation. 2013
Jan
22;127(3):34
9-55

Randomisati
on:

Yes, but no
details

Allocation
concealment
: Unclear

Blinding:
Yes. Patients
were told a
survey was
the purpose
of the study.

Power
calculations:

On the basis
of an
estimated
absolute
effect size of

Number of
patients

Patient Intervention

Characteristics

Comparison

Qualifying
diagnoses
included having
an M, PCl,

or angina with an
ischemic stress
ECG, stress
echocardiogram,
or

stress myocardial
perfusion imaging
study.

Exclusion criteria
For this trial,
although eligible
for CR, patients
who had
undergone recent
coronary artery
bypass

grafting, valve
surgery, or
cardiac
transplantation
were excluded.
Additional
exclusion criteria
included patient
refusal to attend

Length
of
follow-

up

Outcome
measures

Source of
funding

Effect sizes

Other E=4,5=5.

Reasons for not
exercising>1sessio
n
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Reference Study
type

20%,15 a
control
group
attendance
of 50%
(baseline
enrollment
rates at our
institution
were 44%
[unpublished
data]), an
intervention
attendance
of 70%,19
a=0.05, and
B=0.80, we
estimated
that 206
patients (103
per group)
would be
needed

Number of
patients

Patient
Characteristics

CR,

plans to attend
CR outside of the
Henry Ford
Health System,
current

or previous
enrollment into
CR within the
prior 6 months,
the presence

of moderate or
severe dementia,
unstable
psychiatric
condition,
severe peripheral
vascular disease
that precluded
exercise,
uncorrected
severe aortic
stenosis,
uncorrected
severe mitral
stenosis,
presence

of a left
ventricular assist
device, discharge

to a nursing home

Intervention

Comparison

Length Outcome
of measures
follow-

up

Effect sizes

Source of
funding
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Reference

Study
type

Number of
patients

Patient
Characteristics

or

rehabilitation
center, planned
future medical
care outside of
the Henry

Ford Health
System, or safety
concerns that
precluded
exercise per

the discretion of
the
treating/referring
physician. We did
not exclude
underinsured or
uninsured
patients because
these patients
could attend

CR orientation
without cost, and
a self-pay option
was available

for those who
might choose to
participate in CR
exercise sessions.

Intervention

Comparison

Length Outcome
of measures
follow-

up

Effect sizes

Source of
funding
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Reference

Study
type

Number of
patients

Patient Intervention
Characteristics

Comparison

Baseline
characteristics

Early
Appointment
(n=74)

Age: 61 +12
Male: 61%
Index event:
STEMI: 7
NSTEMI: 36

Angina with
ischemic stress
test:4

PCl without MI:27

PCl as part of
index event:64

Left ventricular
EF: 53 +12

Distance to
rehab: 8.4 +5.4
miles

Standard
appointment
(N=74)

Age: 59+12
Male:50%
Index event:

Length Outcome
of measures
follow-

up

Effect sizes

Source of
funding
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Reference

Study
type

Number of
patients

Table 49: Parker 2011%?

Reference

Author:
Karen Parker
et al.

Title:An early
cardiac
access clinic

Study
type

Prosp
ective
cohor
t (but
contr
ol

group
identif

Number of
patients

N=469
(interventio
n N=245;
comparison
N=224)

Patient
Characteristics

STEMI:18
NSTEMI:33
Angina with
ischemic stress
test:5

PCl without MI:18
PCl as part of
index event:56
Left ventricular
EF: 54112
Distance to
rehab:8.7+5.9
miles

Patient
Characteristics

Patients admitted
to tertiary care
hospital, with
acute STEMI and
low risk.

Inclusion criteria
(1) STEMI
identified as low

Intervention

Intervention

ECAC (early
cardiac access
clinic) model.
Dedicated clinic
nurses screened
and subsequently
enrolled all
eligible STEMI

Comparison

Comparison

Traditional
models
(access to CR
service weeks
to months of
discharge)

Length
of
follow-

up

Length
of
follow-
up

12
weeks
for
interven
tion.
Not
specifie
d for

Outcome
measures

Outcome
measures

Outcome 1
CR referral

Outcome 2

Attendance
(Uptake)

Outcome 3

Effect sizes

Effect sizes

Int = 245/245
C=125/224

Int = 237/245
C=83/224

Int =215/245

Source of
funding

Source of
funding

Alberta Cardiac
Access
Collaboration,
Alberta Health
Services-
Ministry of
Health and
Wellness,
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Reference Study

type

significantly ied
improves retros
cardiac pectiv
rehabilitation ely)
participation

and

completion

rates in low-

risk ST-

elevation

myocardial

infarction

patients.

Journal:
Canadian
Journal of
Cardiology
27 (2011)
619-627.

Country
CANADA

Number of
patients

Patient
Characteristics

risk based on
either Cardillac
Risk Score (30-
day mortality
<1%) if treated
using primary PCl
or TIMI Risk Score
if initially treated
with
thrombolysis; (2)
angiographic
evidence of
revascularization
of the infarct-
related artery
(IRA), further
defined as 280%
patency;
(3)residing within
100km of the city
limits if Calgary,
Canada; (4)
willing and able
to participate in
the ECAC model;
(5) able to read
and speak
English; (6)
referral to CR
approved by the
attending
physician.

Intervention Comparison Length
of
follow-
up

patients admitted control.

at the
participating
hospital. At time
of ECAC visit, a
dedicated
interdisciplinary
clinic team
composed of
exercise
specialists, clinic
nurses, CR
physicians,
cardiologist, and
administration
staff provided
ECAC participants
with CAD-specific
education and on-
site CR
orientation.
Dedicated clinic
nurses delivered
standardises
discharge
planning activities,
including a pre-
scheduled ECAC
visit booked
within 4-14 days
of the expected
hospital discharge

Outcome
measures

Participation
(Adherence)

Outcome 4
Completion
(actively
received
regular
support from
affiliated CR
staff over the
course of a 12-
week
multidisciplina
ry lifestyle
program)

Effect sizes

C=75/224

Int =175/245
C=67/224

Source of
funding

Government of
Alberta
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Reference

Study
type

Number of
patients

Patient
Characteristics

Exclusion criteria
(1) any physical,
neurological or
mental illness
that would
preclude graded
exercise testing;
(2) hospitalization
period >10 days
from STEMI
admission;
(3)coronary
artery bypass
grafting; (4)
patient treated
with thrombolytic
therapy without
subsequent
angiography (5)
delay in
treatment of >6
hours to
revascularization
of IRA; (6)
incomplete
revascularization
of IRA.

Characteristic

Sex (male):
int=80.4%,;
C=79.5%

Intervention

date, and
emergency
telephone contact
support between
the time of
discharge and the
ECAC visit.

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding
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Reference

Study
type

Number of
patients

Table 50: Parry 2009 %3

Reference

Author:M
Parry, J
Watt-
Watson, E
Hodnett, J
Tranmer, C-L
Dennis,

D Brooks.
Title:Cardiac
Home
Education
and Support

Study
type

RCT

Number of
patients

N=101
Follow-up
N=95

Patient
Characteristics

Age (y) Int=56.14;
C=56.65
STEMI inferior:
int=67.8%; C=68.8
STEMI anterior:
int=15.7%;
C=25.5%
STEMI
posterior/lateral:
int=16.5%;
C=5.8%

Patient
Characteristics

Men and women
who were having
first-time non-
emergency

CABG surgery,
ready for
discharge home
and able to
communicate

via telephone.

Intervention

Intervention

N=49
N=45

Telephone calls =

In addition to
usual care,
patients received
peer-generated
telephone calls
for eight weeks
following hospital

Comparison Length
of
follow-
up

Comparison Length
of
follow-
up

N=52 8 weeks

N=50

Received

preoperative

and

postoperative

education,

and visits

from in-

hospital peer

Outcome
measures

Outcome
measures

Outcome 1
Cardiac
Rehabilitation
uptake

Effect sizes

Result

Peer support
program = 11/45
Usual program
=6/50

Source of
funding

Source of funding
Comments

Canadian
Institutes of
Health Research
FUTURE

Program for
Cardiovascular
Nurse Scientists,
Cardiac Science
Medtronic
Research
Grant/Kingston
General Hospital,
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Reference

Trial

(CHEST):

A pilot study.
Journal:Can J
Cardiol
2009;25(12):
e€393-e398.

Randomisati
on

Random
assignment
was centrally
controlled
using an
Internet-
based
randomizatio
n service
(www.rando
mize.

net) with
stratification
based on
sex, using
variable
block sizes of

four and
eight.
Patients and
peer

Study
type

Number of
patients

Patient
Characteristics

Intervention Comparison Length
of
follow-
up

discharge. Peer volunteers

volunteers used
usual care
material to focus
their telephone
conversations on
pain
management,
exercise and
encouragement
to attend CRP.

Outcome
measures

Result

Source of funding
Comments

CCCN

Research Grant,
Nurse Practitioner
Association of
Ontario

Cardiovascular
Acute Care Nurse
Practitioner Pfizer
Award and a
Canadian Pain
Society Nursing
Research Award.
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Reference

volunteers
were
matched by
sex and

as closely by
age as
possible.

Allocation
concealment
: Unclear

Blinding:
Patients —

unclear if
blinded.

RA was
blinded.

Power
calculation:

50 patients
per group
allowed
them to
estimate
continuous
variables,
but unclear
about

Study
type

Number of
patients

Patient
Characteristics

Intervention

Comparison

Length Outcome
of measures
follow-

up

Source of funding

Comments
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Reference

dichotomous
variables.

Number of
patients

Study
type

Table 51: Peterson 2011 %’

Reference

Author

Peterson
GM,
Thompson A,
Pulver LK,
Robertson
MB, Brieger
D, Wai A,
Tett SE; for
the DMACS
Project
Group.

Title:Manage
ment of

Study Number
type of
patients

N=1545
N=45
hospitals

Registry

Follow-up
N=41
hospitals
(8% loss)

Patient
Characteristics

Patient
Characteristics

Australian
hospitals, public
and private, were
eligible to
participate.

Patient
demographics
Baseline n=1545
Median age = 66
Female = 450

Discharge
diagnosis:

Intervention

Intervention

Quality
improvement
approach to
optimize
prescription of
medications,
education
regarding lifestyle
modifications
including CR; and
communication
between hospital

staff, patients and

GPs.

Educational

Comparison

Comparison

Baseline
measurement
s of referrals
to CRP

Length
of
follow-

up

Length
of
follow-
up

8-
9month
s

Outcome
measures

Outcome
measures

Outcome 1
Inpatient
medical record
referral
Outcome 2

GP survey,
referral to CRP
Outcome 3
Patient survey,

Referral to
CRP

Result

Effect sizes

Baseline =
878/1545

Post =1078/1589

Baseline =
288/731

Post = 281/636

Baseline =
880/1319

Post =944/1285

Source of funding
Comments

Source of
funding
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Reference Study Number
type of
patients

Acute
Coronary
Syndromes
at Hospital
Discharge:
Do Targeted
Educational
Interventions
Improve
Practice
Quality?

Journal J
Healthc Qual.
2011 Mar 1.

Table 52: Pinto 2011%7%

Reference Study Number of
type patients

Author: RCT N=130

Patient
Characteristics

STEMI=342
NSTEMI=590

Unstable angina =
305

Unspecified
ACS=308

Postintervention,
n=1589

Median age = 66
Female = 460
Discharge
diagnosis:
STEMI=375
NSTEMI=621

Unstable angina =
342

Unspecified
ACS=251

Patient
Characteristics

Patients who had

Intervention Comparison Length
of
follow-
up

meetings (aimed

at changing

practice and

enhancing patient

outcomes),

academic detailing

(involves training

staff in techniques

to behaviour

change designed

to influence how

clinical staff use

evidence-based

information in

their practice) and

point of care

reminders and

feedback of

baseline audit

results.

Intervention Comparison Length
of
follow-
up

N=64 N=66 6

Source of
funding

Source of
funding

National heart,
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Reference Study Number of

type patients

Pinto et Al.

Title:
Maintenance
of exercise
after phase Il
cardiac
rehabilitation
LA
randomized
control trial.

Journal: AmJ
Prev Med
2011;41(3):2
74-283.

Country
USA

Patient
Characteristics

completed a
phase Il cardiac
rehabilitation
program.
Inclusion criteria

Men and women
aged >40 years
(1) participating
in supervised
phase Il cardiac
rehab (2)
scheduled to
complete phase Il
cardiac rehab in
the next 4 weeks;
(3) able to read
and speak
English; (4)
providing consent
for medical chard
review to extract
disease and
treatment
variables; (5) able
to walk
unassisted; (6)
having access to a
telephone.
Exclusion criteria
Not stated

Characteristic

Intervention

Maintenance
Counselling (MC).
6-month program
of exercise
counselling (based
on
transtheoretical
model and social
cognitive theory)
delivered via
telephone, as well
as print materials
and feedback
report.

Comparison Length
of
follow-
up

This group months

received tip- and 12

sheet on months

cardiovascular
health. After
the 12-month
assessment,
they received
the exercise
tip-sheet.

Outcome
measures

Attrition at 6
months

Effect sizes

C=8

Source of
funding

Lung and Blood
Institute.
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Reference

Study
type

Number of
patients

Patient Intervention
Characteristics

Comparison

MC (n = 64)
Control (n = 66)
In order as above
n(%)

Male 50(78.1)
53(80.3)

Age(y, M(DS))
62.9(9.3)
64.3(10.0)
Non-Hispanic
white 61(95.3)
61(92.4)
Non-Hispanic
black 2(3.1) 3(3.0)
Other race 1(1.6)
3(4.6)

Employed full-
time 28(43.8)
25(37.9)
Employed part-
time 5(7.8)
7(10.6)
Unemployed
2(3.1) 0(0.0)
Homemaker/med
ical leave 5(7.8)
7(10.6)

Retired 24(37.5)
27(40.9)

Household

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding
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Reference

Reference

Author: Scott
IA, Eyeson-
Annan ML,
Huxley SL,
West MJ.

Title:
Optimising
care of acute
myocardial
infarction:
results of a
regional
quality
improvemen
t project.

Study
type

Study
type

Cohor

t
study

Number of
patients

Table 53: Scott 2000 53°

Number of
patients

Before and
after study,
245 patients

Patient
Characteristics

income(S)
<39,999 18(31.0)
18(29.5)
40,000-79,999
14(24.2) 23(37.7)
>80,000 26(44.8)
20(32.8)

Patient
Characteristics

Post Ml.

Inclusion criteria:
admitted to one
of the study
hospitals bw 1995
-1998 with acute
MI and residents
of West Moreton.
Discharged alive
and not
transferred.

Exclusion criteria:
>85yrs, marked
physical frailty,
terminal illness,

Intervention

Intervention

Dissemination of
clinical guidelines
to hospital staff
and GPs.

Guidelines were
adapted from the
American College
of Cardiology and
the American

Heart Association.

For CR:
assessment of all
AMI patients by
the CR co-

Comparison

Comparison

Baseline
period relates
to start of
implementati
on of new
guidelines

Length
of
follow-

up

Length
of
follow-
up

1yr

Outcome
measures

Outcome
measures

Outcome 1
Uptake to CR

Effect sizes

Effect sizes

Intervention
increased over
time from 24% to
54%

Source of
funding

Source of
funding

Limitations: no
baseline data,
only measured
changes over
time.
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Reference Study Number of
type patients

Journal

J Qual Clin
Pract. 2000
Mar;20(1):12
-9.

AUSTRALIA

Methods

Questionnair
esat3
months post
discharge
determined
the numbers
of patients
participating
in CR
following
hospital.

Patient
Characteristics

and uncontrolled
heart failure or
unstable angina.

Post population:
n=245

M/F = 63/37

Age = 66.4 +13.1
Previous MI1=31%

Previous revas
=6.8%

Hypertension=44.

4%
STEMI = 29.2%

Intervention Comparison

ordinator as to
eligibility of
enrolment in CR.

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding
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Table 54: Sniehotta 20065

Reference

Author F. F.

Sniehotta, U.

Scholz, and
R.
Schwarzer.
Title Action
plans and
coping plans
for physical
exercise: A
longitudinal
intervention
study in
cardiac
rehabilitatio
n.

Journal
British
Journal of
Health
Psychology
11 (Pt 1):23-
37, 2006.

Country
Germany

Methods
All patients

Study
type

RCT
and
befor
e-
after
study
combi
ned:
prosp
ective
befor
e-
after
study
for
initial
interv
entio
n
(longi
tudin
al
obser
vation
al) -
with
rando
misati
on
later

Number of
patients

N=246

Drop outs:
2 months
post-
discharge: C
=13

AP =13
CP=9

Analysis

Inclusion
All those
who
completed
questionnai
res at 2
month
follow-up

No
differences
in baseline
characteristi
cs between
completers
and drop-
outs

Patient
Characteristics

In N=211
(completers)

All= CHD patients
who underwent a
3-week
residentially
based cardiac
rehab program

Men n=165
Women n=46
Age =31-82 yrs
Current smokers
n=25
Non-smokers
n=182
Education post-
secondary n=75
(n=3 did not
respond)
Employed n=96

Intervention

Action planning
(AP)
N=81

ITT =81
ACA =68

Combined Action
planning (CP)
N=71

ITT=71
ACA =62

AP: participants
formed up to 3
action plans about
when, where, and
how they
intended to
exercise and/or
intended to
implement extra
everyday physical
activities after

Comparison

Control (C)
N=94

ITT =94
ACA =381

Received no
additional
intervention
(planning
sessions)

Length
of
follow-
up

10
weeks
(follow-
up at 2
weeks
into
rehab
and 2
months
post-
discharg
e)

Outcome
measures

Outcome 1

Adherence
(achievers)

Outcome 2

Reasons for
withdrawal

Outcome 3

Intention
score

Effect sizes

C=34/81
AP=30/68
CAP=44/62

Did not complete
questionnaires or
not send them
back in time or
not enough time
in the rehab
centre to meet
with some pts to
give them the
planning
intervention
(n=35)

C=3.30 (SE 0.05)
AP=3.39 (SE 0.06)

CAP=3.43 (SE
0.06)

Source of funding
Comments

Not mentioned

COMMENT: Cell
sizes of the 3
experimental
groups turned out
to be unequal due
to the
randomisation
procedure, and
ended up being
unequally sized
groups.

COMMENT: No
details given f
randomisation,
blinding, power or
other Risk of bias
elements.
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Reference

initially
received a 3-
week
residentially
based
cardiac
rehab
program
were then
encouraged
to continue
exercising
after the
program
(vigorous
exercise for
30 min
sessions at
least 3
times/week)
and increase
their
everyday
physical
activities.
Psychoeduca
tional classes
were given
to increase
compliance
to these
recommenda

Study
type

in the
trial
to3
group
s
aimed
at
increa
sing
adher
ence
to
regula
-
exerci
ses
post-
discha
rge
from
rehabi
litatio
n

weeks
into
rehab
progr
am

Characteristics

Intervention Comparison Length
of
follow-
up

discharge

CP: participants
additionally
formed up to 3
coping plans
about strategies
to overcome
anticipated
barriers

All treatments
were conducted
by trained
consultants in a
1:1 setting and
lasted up to 30
mins. Consultants
trained to guide
the planning
session in a non-
directive manner

Source of funding
Comments
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Reference

tions.

Questionnair
e was sent 2
months after
the rehab
program
(discharge).

Intention
score =
behavioural
intentions:
reply to 6
statements
regarding
exercise and
other
physical
activities.
Statements
started with
‘lintend
to...” and all
items had a
response
range from
1-4 (not at all
true —
exactly true)

Study
type

pts
were
rando
mised

Number of
patients

Patient
Characteristics

Intervention

Comparison

Length Outcome
of measures
follow-

up

Effect sizes Source of funding

Comments
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Table 55: Sniehotta 2005 °*°

Reference

Author
Sniehotta FF,
Scholz U,
Schwarzer R,
Fuhrmann B,
Kiwus U,
Voéller H.

Title Long-
term effects
of two
psychological
interventions
on physical
exercise and
self-
regulation
following
coronary
rehabilitatio
n.

Journal Int J
Behav Med.
2005;12(4):2
44-55,

Country

Study
type

RCT
and
befor
e-
after
study
combi
ned:
prosp
ective
befor
e-
after
study
for
initial
interv
entio
n
(longi
tudin
al
obser
vation
al) -
with
rando
misati
on
later

Number of
patients

N=240

Drop outs:

2 months
post-
discharge:
n=23
4 months
post-
discharge:
n=41

Patient
Characteristics

In N=240

All= CHD patients
who underwent a
3-4 week
residentially
based cardiac
rehab program

Men n=195

Age =31-80 yrs
Education post-
secondary n=84
(35%)

Employed n=114

Intervention Comparison

Planning (P) Control —

N=not given standard care
(C) N=not

ITT =81 given

ACA =68
ITT=94
ACA =81

Planning+diary

(PD)

N=not given Received no
additional
intervention

= (planning

ACA =62 sessions)

P: participants
formed up to 3
action plans about
when, where, and
how they
intended to
exercise and/or
intended to
implement extra
everyday physical
activities after
discharge, as well

Length

of

follow-

up

4
months

post-
rehab

Outcome
measures

Outcome 1

Adherence
(attenders at
cardiac
training group
within 4
months post-
discharge)

Effect sizes

C=23/79
P=16/56
PD=28/65

Source of funding
Comments

Not mentioned

COMMENT: Few
baseline details
given, or numbers
of pts randomised
into each of the 3
groups.

COMMENT: No
details given f
randomisation,
blinding, power or
other Risk of bias
elements.
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Reference

Germany

Methods

All patients
initially
received a 3-
4 week
residentially
based
cardiac
rehab
program
were then
encouraged
to continue
exercising
after the
program
(regular
strenuous
exercise,
increase
exercise in
general,
participate in
cardiac
sports
group).
Psychoeduca
tional classes
were given

Study
type

in the
trial
to3
group
s
aimed
at
increa
sing
adher
ence
to
regula
-
exerci
ses
post-
discha
rge
from
rehabi
litatio
n

Durin
g the
last

week
of the
rehab

Number of
patients

Patient
Characteristics

Intervention

as how to cope.

PD: participants
additionally
received in the
mail 6 weekly
diaries after
discharge, which
contained their
plan and was to
record how often
they adhered to
their plan and
how they felt.
Plans could also
be modified.

Comparison

Length Outcome
of measures
follow-

up

Source of funding
Comments
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Reference

to increase
compliance
to these
recommenda
tions.

Questionnair
e was sent to
all 3 groups 2
weeks into
rehab, 2
months after
the rehab
program
(discharge)
and one
more 4
months
later.

Intention
score =
behavioural
intentions:
reply to 6
statements
regarding
exercise and
other
physical
activities.

Study
type

progr
am
pts
were
rando
mised

Number of
patients

Patient
Characteristics

Intervention

Comparison

Length Outcome
of measures
follow-

up

Source of funding
Comments
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Reference Study Number of
type patients

Statements
started with
‘l intend
to...” and all
items had a
response
range from
1-4 (not at all
true —
exactly true)

Table 56: Wyer 2011 622

Reference Study Number of
type patients

Author RCT N=87

Wyer SJ; Earll
J; Joseph S;
Harrison J;
Giles M;
Johnston M

Title
“Increasing
attendance
at a cardiac
rehabilitation
program: an

Patient
Characteristics

Patient
Characteristics

All had acute Ml
and referred to
the CRP.

Recruited 3 days
post Ml at a
district hospital.

Experimental
group
Age =62.16

Intervention Comparison Length
of
follow-
up

Intervention Comparison Length

of
follow-
up

Theory of Planned  Nominal Unclear

behaviour. Two letters

letters given to including

patients 3 weeks course dates

post MI N=44

N=43

The letters

intended to

influence the

person’s:

attitude towards
attending CR

Int = 37/43 (86%)
C = 26/44 (59%)

Source of funding
Comments

Source of
funding

None
mentioned.

Comments

The numbers
don’t add up for
the control
group and
adherence. 26
accepted the
offer to attend
CRP, yet they
give the
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Reference Study
type

intervention
study using
the theory of
planned
behaviour”
Journal
Coronary
Heart Care
(2001) 593)
154-59

Country
UK

Methods

Randomisati
on = yes,
only details
were that
they
randomly
numbered
and given to
patients in
numerical
order

Allocation
concealment
=Only that

Number of
patients

Patient
Characteristics

Male = 37

Female =6

Mean distance
from program
(miles) =61.9
Mean number of
sessions attended
=5.89

Control group
Age =63.35
Male = 39
Female =5

Mean distance
from program
(miles) =7.67
Mean number of
sessions attended
=5.82

Intervention

highlight how they
are following
medical
recommendations
, they will be
supported and
there is a point of
contact

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Source of
funding

attendance
numbers out of
31.
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Reference Study Numberof Patient Intervention Comparison Length Outcome Effect sizes Source of
type patients Characteristics of measures funding
follow-
up
patients
were handed
a sealed
envelope
Power
calculations
None given
G.4 Drug therapy
G.4.1 ACE inhibitors vs. placebo and optimal duration of treatment
Table 57: AIRE 19932
Study No. of Intervent Follow-
Reference type patients  Patient Characteristics ion Comparison up Outcome measures Effect sizes Comments
Author RCT N=1986 Inclusion criteria 2.5mg Placebo Mean Outcome 1 34/1004 ramipril Source of
Aire study (Acut Definite acute Ml and clinical ~ramipril  (n=982) 15 Death in hospital vs. 46/982 funding
investigators € Drop evidence of heart failure or ~ twice months placebo Hoechst
Journal Infarc o s 1 LV dysfunction (at least one  daily (minimu
Lancet 1993; tion lost to of: pulmonary venous started m 6 Limitations
342: 821- Rampi fo)jow up ~ congestion with interstitial between months) RerieieEtie
828. pril or alveolar oedema; day 3 and Outcome 2 170/1004 ramipril n and
Effica Analysis: pulmonary oedema with day 10 Death by 15 vs. 222/982 allocation
Country: cy 1 bilateral post-tussive ?fter 2/”; months placebo, p=0.002 - iment
Multinationa [A_IRE] crackles at least one third up  Tor ACETR Outcome 3 81/1004 ramipril  not stated
trial) lung fields; third heart sound if vs. 88/982
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Reference
|

Randomisati
on: Not
stated

Allocation
Concealment
: Not stated

Blinding:
Double blind

Power
Calculations:
Around 2000
patients
required for
average
follow up 15
months;
predicted
placebo
mortality
20%;
clinically
relevant
improvemen
t of 25%
reduction in
all-cause
mortality;

Study
type

No. of
patients

Patient Characteristics

and persistent tachycardia);
aged at least 18 years

Exclusion criteria

Severe heart failure (usually
NYHA grade IV); heart failure
of primary valvular or
congenital aetiology;
unstable angina;
contraindications to ACE
inhibitor

Baseline characteristics
Age: mean 65 (SD 10.8)
years

Gender: 1461/1986 (74%)
male

MI: 100%

Hypertension 554/1986
(28%)

Treatment thrombolysis 591
(59%) ramipril and 551 (56%)
placebo

Concomitant medications:
aspirin:773 (77%) ramipril
and 770 (78%) placebo;
beta-blockers: 236 (24%)
and 207 (21%); calcium-
channel blockers: 159 (16%)
and 158 (16%); digoxin: 124
(12%) and 119 (12%);

Intervent Follow-
ion Comparison up
tolerated;

then 5mg

twice

daily;

1.25mg

twice

daily for

those

who did

not

tolerate

2.5mg

twice

daily

(n=1004)

Outcome measures
Reinfarction

Outcome 4
Stroke

Outcome 5

Serious adverse
events

Outcome 6
Hypotension

Outcome 7
Renal failure

Effect sizes Comments

placebo

25/1004 ramipril
vs. 17/982
placebo

581/1004 ramipril
vs. 625/982
placebo

42/1004 ramipril
vs. 23/982
placebo

15/1004 ramipril
vs. 12/982
placebo
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Reference
power 80%;
p=0.05

Study
type

No. of
patients

Table 58: Kingma 1994313

Reference

Authors:
Kingma et al
for CATS
investigators
Journal Eur
Heart ) 1994;
15: 898-907.

Country:
Netherlands

Randomisati
on: Not
stated

Allocation
Concealmen
t: Not stated

Blinding:

Study
type
RCT
(Capt
opril
and
Thro
mboly
sis
Study
[CATS
1)

No.
of pts

N=
298

Drop
outs
15
pts
(5%)
died
and 1
was
lost
to
follo
w up

Analy
sis:
ITT

Intervent Follow-
Patient Characteristics ion Comparison up
diuretics: 586 (58%) and 602
(61%); nitrates: 565 (56%)
and 544 (55%)
Foll
Interventio Compa ow-
Patient Characteristics n rison up
Inclusion criteria Captopril Placebo 3
First anterior wall MI within 6 hours of 6.25mg, (n=149) mon
onset of symptoms (Ml acute) treated repeated ths
with thrombolysis with IV streptokinase; ~ after 4 and
consent; LV function — unselected 8 hours;
(mixture of dysfunction or normal) 12.5mg at
16 hours
Exclusion criteria :;1(;425mg
Intolerance to ACE inhibitors; renal hours;
insufficiency; systolic BP >200mmHg or target
<100mmHg; diastolic >120mmHg or N Sy
<55mmHg; severe valvular heart disease; 2 dlee
arrhythmias requiring antiarrhythmic 25mg
therapy; serious systemic or metabolic three
disease except diabetes mellitus; AV times daily
conduction disturbance (PR interval (reached
>0.24 s); left bundle branch block; history by 95% of
of TIAs or CVA within 6 weeks patients)
to3
Baseline characteristics months

Outcome measures

Outcome measures

Outcome 1

Hypotension:
titration phase

Hypotension:
during 3 months
follow up
Outcome 2
Death

Outcome 3

Revascularisation
(PTCA and/or
CABG)

Effect sizes

Effect sizes

33 captopril and
22 placebo

40 (26.8%)
captopril and 27
(18.1%) placebo

9/149 captopril
and 6/149
placebo

33 captopril and
35 placebo

Comments

Comments

Source of
funding
Bristol-Myers
Squibb

Limitations
Randomisatio
n and
allocation
concealment
not stated
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<90mmHg for over

Foll
Study No. Interventio Compa ow-
Reference type of pts Patient Characteristics n rison up Outcome measures Effect sizes Comments
Double blind Age: mean 59 (10) years captopril and 60  (n=149) Outcome 4 10 captopril and 4
(9) years placebo Reinfarction placebo
Power Gender: 70% male captoril and 80% male
Calculations: placebo
280 patients MI: 100%
sufficient to Hypertension: 27.5% captoril and 16.1%
detect a placebo
mean
difference in .
. . Treatment thrombolysis 100%
end diastolic
volume
index Concomitant medications: aspirin: 32.9%
between captoril and 31.5% placebo; beta-
groups of blockers: 14.1% and 11.4%,; calcium-
8ml/m? with channel blockers: none in either group;
80% power diuretics: 12.1% and 5.4%; nitrates:
10.7% and 9.4%
Table 59: CCS 1995’
Study Number of Interventio Comparis Follo
Reference type patients Patient Characteristics n on w-up  Outcome measures Effect sizes Comments
Reference RCT N=13634 Inclusion criteria Captopril Placebo 4 Outcome 1 575 (8.4%) Source of
Chinese (Chin Within 36 hours of onset of 6.25mg (n=6820) weeks Hypotension captopril vs. 335 funding
Cardiac ese Drop outs symptoms of suspected acute initial requiring study (4.9%) placebo Cardiovascula
Study Cardi  ggo, MI (Ml acute); no dose, treatment to be r Institute and
Collaborative ac captopril contraindications to ACE 12.5mg 2 stopped Fu Wai
Group. Study  4,491% inhibitors (persistent hours later Hospital,
Lancet 1995; ) placebo hypotension: systolic BP if BP did Outcome 2 1113 (16.3%) Beijing;
345: 686- patients <90mmHg; chronic use of large  not fall bereistent o r”.vso s Clinical Trials
687. completed doses of diuretics) or profoundly hvbotension (SBP (18 8;) la(;ebo Service Unit,
4 weeks (or indications for ACE inhibitors. ~ ;12.5mg e A  University of
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Reference

Country:
China

Randomisati
on: Not
stated

Allocation
Concealmen
t: Not stated

Blinding:
Not stated

Power
Calculations:

Not stated

Study
type

Number of
patients
died earlier)

Analysis:
not stated

Table 60: Dipasquale 199455

Reference

Authors

Di Pasquale
P, Paterna S,
Cannizzaro S,
Bucca V.

Study
type
RCT

Number of
patients
N=371
randomised
51 dropped
out as no
enzymatic
variations so

Patient Characteristics

LV function — unselected
(mixture of dysfunction or
normal)

Exclusion criteria
Not stated

Baseline characteristics
Age: Not stated
Gender: Not stated

MI: 100%

Treatment not stated

Concomitant medications:
aspirin: 73%; fibrinolytic

therapy: 27%; IV nitrates: 39%;

diuretics: 20%

Patient
characteristics

Patients with

Intervention

acute myocardial
infarction

Inclusion criteria:
Had a first episode

Captopril pre-
treatment (6.25mg
orally as first dose
at least 15 minutes
before
thrombolysis and

os as first dose

Interventio Comparis Follo
n on w-up  Outcome measures
three 2 hours)
tim4es dailiy Outcome 3
to 4 weeks
Death
(n=6814)
Outcome 4
Proteinuria
Length
of
follow- Outcome
Comparison up measures
Late- Minimu Outcome 1
treatment m 6 All-cause
group: months  mortality
6.25mg follow-
. up
captopril per Outcome 2

Revascularisati

Effect sizes
p<0.0001
617 (9.05%)

captopril and 654
(9.59%) placebo

54 (0.79%)
captopril and 65
(0.95%) placebo

Effect sizes

Captopril:3/42
Placebo:8/45

Captopril:16/42
Placebo:18/45

Comments
Oxford; Sino-
American
Shanghai
Squibb
Pharmaceutic
als

Limitations

Randomisatio
n, allocation
concealment,
blinding,
power
calculations,
baseline
characteristic
and ITT not
stated

Comments
Source of
funding: No
details.

Limitations:
Unclear
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Reference
Title

Does
captopril
treatment
before
thrombolysis
in acute
myocardial
infarction
attenuate
reperfusion
damage?
Short-term
and long-
term effects.

Journal

International
Journal of
Cardiology,
1994, 43; 43-
50.

Country:
Italy
Randomisati
on: Unclear,
no details.

Allocation

Study
type

Number of
patients
classified as
unstable
angina; 61
were
excluded as
they did not
fulfil the
reperfusion
criteria.

Number
studied:
N=259 total;
N=131in
pre-
treatment
group;

N= 128 late-
treatment
group.

23 died (11
in the pre-
treatment
group and
14 in the
late-
treatment
group).
Analysis: not
stated but

Patient
characteristics

of acute MI; Killip
class I-lI;
acceptable
echocardiographic
window; admitted
within 4 hours of
onset of
symptoms (pain);
ST elevation of at
least Imm in the
peripheral leads
and 2mm in the
precordial leads,
involving more
than one lead
with concomitant
alterations of the
segmentary
kinetic in the
mono-2-
dimensional
echocardiograph
(M-2D echo)
(Aloka 720; Sonos
HP); blood
concentrations of
CK, CK-MB at the
basal sample
before
thrombolysis had
to be within
normal range.

Intervention

then every 8 hours
for the first 2 days,
from the third to
the sixth day
12.5mg ever 8
hours). The
captopril dose was
subsequently
increased
depending on
blood pressure
change, to a
maximum of 25mg
every 8 hours.

Comparison

3 days after
thrombolysis;
the captopril
dose was
subsequently
increased as
pre-treatment
group.

Length
of
follow-

up

Outcome Effect sizes
measures

on

Outcome 3 Captopril:1/42

Reinfarction -
fatal

Placebo:2/45

Comments
randomisati
on and
allocation
concealment
; No power
calculation;
single-
blinded

Thiswas a 4
arm study
design, only
using 2 of
the group’s
results
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Study
Reference type
Concealment
: Unclear, no
details.

Blinding:
Single
blinded.

Power
Calculations:
No power
calculations
reported.

Number of
patients
analysis
included all
patients
who were
left after
exclusions
for not
meeting
reperfusion
and those
classified as
unstable
angina.

Patient

characteristics Intervention Comparison

Exclusion criteria:
Patients not
suitable for
thrombolysis; left
branch block (LBB)
on admission ECG,
cardiomyopathy,
or previous
episodes of heart
failure; not
satisfying the
reperfusion
criteria; already
receiving ACE-
inhibitors.

Baseline
characteristics:

Pre-treatment
group:

Sex (M/F): 106/25
Age (years): 61+/-
2

Early VHA: 16
(12.2%)

Lown’s Class >2:
19 (14.5%)
Associated

Length
of
follow-

up

Outcome Effect sizes

measures

Comments
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Reference

Study
type

Number of
patients

Table 61: Dipasquale 1997

Reference

AuthorDi
Pasquale P,

Study
type
RCT

Patient
characteristics
therapy (BB): 58
(44.3%)

Late-treatment:
Sex (M/F): 102/26
Age (years): 59+/-
2

Early VHA: 50
(39%)

Lown’s Class >2:
34 (26.5%)
Associated
therapy (BB): 49
(38.3%)

Intervention

Number

of

patients  Patient Characteristics

N=33 Acute MI (<4 hours of symptoms)

Unselected LV function

Comparison
Interve Compari
ntion son
Captop  Placebo

ril

Follo
w-up

10d

Length
of
follow-

up

Outcome
measures

Outcome
measures

Outcome 1

Effect sizes

Effect sizes
Captopril:2/16
Placebo:2/17

Comments

Comments

Source of
funding
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Reference
Valdes L,
Albano V,
Bucca V,
Scalzo S,
Pieri D,
Maringhini
G, Paterna S
Title

Early
captopril
treatment
reduces
plasma
endothelin
concentratio
ns in the
acute and
subacute
phases of
myocardial
infarction: a
pilot study.

Journal J
Cardiovasc
Pharmacol.
1997
Feb;29(2):20
2-8.

Country:

Study
type

Number
of
patients

Drop
outs
Unclear
Analysis:

Interve Compari Follo
Patient Characteristics ntion son w-up
Inclusion criteria 3x25d/
First episode of anterior acute M, mg

Killip class I - II, acceptable
echocardiographic window, and
admission to hospital within 4 h of
onset of symptoms (pain). ST
elevation of > 1Imm in periperhal
leads, 2mm in precordial leads, with
concomitant alterations of the
segmentary kinetics in the ECG at
entry. Basal creatinine kinase had to
be normal. All had to have successful
reperfusion.

Exclusion criteria

Not suitable for thrombolysis, left
bundle branch block on ECG, history
of cardiomyopathy, or HF. Who did
not satisfy reperfusion criteria,
receiving ACEi and BB.

Baseline characteristics
Captopril:

F/M:7/16

Age (yr):60£10

Ventricular tachycardia:18
BB:9

CK peak (U/L): 1,875+1,797
CK peak normalization time:
56.41£17.8

Outcome
measures

All-cause mortality
0-10days

Effect sizes

Comments
Unclear
Limitations
Placebo

group
received
Captopril
72hr after
thrombolysis
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Number
Study of
Reference type patients

ITALY

Randomisati
on:

Yes,
sequence
numbered
boxes

Allocation
Concealmen
t:

Unclear, no
details
Blinding:
Double blind

Power
Calculations:
unclear

Patient Characteristics

EF (41) %:56.8+11.9
PTCA/CABG:10
Hypertension:10
Diabetes:1
Hypercholesterolemia:3
Smokers:5

Captopril use%:33.41+7.94

PLACEBO

F/M:5/17

Age (yr):57+13

Ventricular tachycardia: 18
BB:7

CK peak (U/L): 2,166+1,364
CK peak normalization
time:59.2+11.5

EF (41) %:36.9+11.6
PTCA/CABG:11

Hypertension:8

Diabetes:2

Hypercholesterolemia:2

Smokers:7

Captopril use%:0

Concomitant medications: all
patients received standard

treatment: nitrates heparin, aspirin,

where possible metoprolol.
Thrombolytic drug RTPA.

Interve
ntion

Compari
son

Follo
w-up

Outcome
measures

Effect sizes

Comments
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Table 62: Kleber 19973

Reference

Author
Kleber et al
for the ECCE
study group.
Journal

Am J Cardiol
1997; 80:
162A-167A

Country:
Germany

Randomisati
on: Not
stated in this
paper
(another
paper
referenced)

Allocation

Concealmen
t: Not stated
in this paper

Blinding:
Double blind

Power
Calculations:

Study
type
RCT
(Effec
ts of
Capto
pril
on
Cardi
opul
mona
ry
Exerci
se
para
meter
s
[ECCE
]
study)

No. pts
N= 208

Drop
outs
3.8%
captopril
and
11.5%
placebo
terminat
e study
medicati
on
before 4
weeks;
cardiopu
Imonary
exercise
data
missing
in 14
patients
captopril
and 9
patients
placebo

Analysis:

Not
stated

Interve Compa Follow-
Patient Characteristics ntion rison up
Inclusion criteria Captop Placeb 4 weeks

Acute MI within 24-72 hours after ril 0

onset of chest pain (Ml acute); no initial (n=104
contraindications to ACE inhibitors or  dose )
exercise limitation due to 6.25mg
concomitant disease or severe , then
haemodynamic complications of titrated

acute MI; LV function — unselected to

(mixture of dysfunction or normal) mean
69mg/

Exclusion criteria Zay at

None stated vl
(n=104)

Baseline characteristics

Age: range 25-79 years
Gender: 167 male; 41 female
MI: 100%

Treatment thrombolysis 66/104
captopril and 65/105 placebo; PTCA
33/104 captopril and 30/105
placebo; CABG: 11/104 captopril and
9/105 placebo

Concomitant medications (week 1):
nitrates: 91% captopril and 89%
placebo; beta-blockers: 51%
captopril and 54% placebo; aspirin:
14% captopril and 19% placebo;
diuretics: 34% captopril and 29%

Outcome
measures
Outcome 1
Death

Outcome 2
Sudden death

Outcome 3
Fatal reinfarction

Outcome 4

Hypotension after
initial dose

Hypotension
(diastolic BP
<60mmHg)

Outcome 5

Adverse event
(possible/ likely/
definite connection
to therapy)

Severe adverse
event

Effect sizes

3 captopril and 2
placebo

1 captopril and 0
placebo

1 captopril and 3
placebo

38 (37%) captopril
and 19 (18%)
placebo

23 (22%) captopril
and 12 (11.5%)
placebo

37 (36%) captopril
and 31 (30%)
placebo

18 (17.3%) each
group

Comments

Source of
funding
Schwartz
Pharma AG,
Monheim,
Germany

Limitations
Randomisatio
n, allocation
concealment
and ITT not
stated in this
paper
(another
paper
referenced)
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Study

Reference type No. pts
Sample size
101 per
group
required for
increase of
VO2-AT of
2.2 (6.3)
mL/kg at 4
weeks with
p=0.05;
power 80%

Table 63: Ferrari 2006%¢

Study No.
Reference type pts
Author Ferrari  RCT N=
for the (Perindo 1252
PREAMI pril and
investigators. Remodell Drop
Journal Arch ing in outs 2
Intern Med Elderly placeb
2006; 166: with
659-666. Acute ~ patien

Myocardi ¢ |ost
Country: 5 al . to
European Infarctio 510w
countries n up;

Patient Characteristics
placebo; digitalis: 5% captopril and
5% placebo

Patient Characteristics

Inclusion criteria

65 years or older and survived
acute MI (MI non-acute; mean
11 (4) days after MI); with
preserved ejection fraction
(240%) (LV function — normal;
mean 59.1 (7.7)%); and
optimal apical 4- and 2-
chamber views of the LV
recorded for at least 5
complete cardiac cycles

Interve
ntion

Interventi
on

Perindopril
2mg day 1;
4 mg day 2
for 1
month
then 8mg
to month
12 (n=631)

Compa
rison

Compa
rison
Placeb
o
(n=621
)

Follow-
up

Follow-
up
12
months

Outcome
measures

Outcome
measures
Outcome 1
Death

Outcome 2

Hospitalisation for
heart failure

Outcome 3
Cough requiring
withdrawal

Effect sizes

Effect sizes

40 (6%) perindopril
and 37 (6%)
placebo

22 (4%) perindopril
and 30 (5%)
placebo

10 (1.6%)
perindopril and 3
(0.5%) placebo

Comments

Comments

Source of
funding
Stroder,
Florence,
Italy and
Servier
Italia,
Rome, Italy

Limitations

Allocation
concealmen
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Study
Reference type

[PREAMI]

Randomisatio  study)
n: Computer-
generated

Allocation
Concealment:

Not stated

Blinding:
Double blind

Power
Calculations:
Allowing for
25% loss to
follow up or
unreadable
echocardiogra
phic tapes,
1250 patients
needed for
20% or more
relative
reduction in
primary
endpoint at 12
months with
90% power
and p=0.05

No.
pts
ECHO
studies
availab
le for
455
(72%)
perind
opril
and
441
(71%)
placeb
o pts;
atl
year,
74%
perind
opril
and
76%
placeb
o
taking
study
medic
ation

Analys
is: ITT

Patient Characteristics
Exclusion criteria

Severe heart failure (NYHA
class IV and need for IV
inotropic support; CABG or
PTCA; severe hypotension
(systolic BP <100mmHg);
serum creatinine >2.0mg/dL
(>176.8micromol/L)
Baseline characteristics
Age: mean 73 (6) years
Gender: 436 (35%) women
MI: 100%

Hypertension: 58%

Treatment (thrombolysis 533
(43%)

Concomitant medications:
antithrombotics: 98%
perindopril and 98% placebo;
beta-blockers: 70% and 72%;
lipid-lowering therapy: 49%
and 52%; nitrates: 82% and
82%; calcium-channel
blockers: 19% and 22%;
diuretics: 28% and 26%

Interventi
on

Compa
rison

Follow-
up

Outcome
measures

Effect sizes

Comments
t not
stated;
large
proportion
dropping
out of
treatment
and without
outcome
data for
remodelling
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Reference

Author Fox
JournallLancet
2003; 362:
782-788.

Country:
Multi-national
(Europe)

Randomisatio
n: Not stated

Allocation
Concealment:
Not stated

Blinding:
Double blind

Power
Calculations:
775 primary
endpoint
events
(cardiovascula

Table 64: FOX 2003'%

Study
type
RCT
(Euro
pean
trial
on
Redu
ction
of
cardi
ac
event
s with
Perin
dopril
in
patie
nts
with
stable
coron
ary
Arter
y
disea
se
[EUR

Number
of
patients

N=12218

Drop outs
At 3 years;
81% on
perindopri
| and 84%
on
placebo
were
taking
study
medicatio
n.

3/6110 on
perindopri
| had
incomplet
e follow
up; none
of 6108 in
placebo
group

Analysis:

Compari Follow-
Patient Characteristics Intervention son up
Inclusion criteria Perindopril Placebo Mean
Age at least 18; without heart failure (LV 8mg once (n=6108) 4.2
function — normal); coronary heart disease daily years
(previous MI > 3 months ago [64% of (n=6110)

patients]; PCl or CABG > 6 months ago; or at
least 70% narrowing of 1 or more major
coronary arteries on angiogram); men could
also be recruited if they had history of chest
pain and positive ECG, echo or nuclear stress
test

Exclusion criteria Clinical heart failure,
planned revascularisation, hypotension (sitting
systolic BP <110mmHg), uncontrolled
hypertension (systolic BP > 180mmHg +/or
diastolic >100mmHg); recent (<1 month) use
of ACE inhibitors or angiotensin-receptor
blockers, creatinine >150micromol/L, serum
potassium >5.5mmol/L

Baseline characteristics
Age: mean 60(9) perindopril and 60 (9)
placebo

Gender: 884/6110 perindopril and 895/6108
placebo female

Outcome
measures
Outcome 1

All-cause
mortality

Outcome 2

Cardiac
mortality

Outcome 3

Mil(fatal
and non-
fatal)

Outcome 4
Stroke

Effect
sizes

pP=
375/61
10
Placeb
0=420/
6108

P=
215/61
10
Placeb
0=249/
6108

P=
320/61
10
Placeb
o
=418/6
108
P=98/6
110
Placeb
o =
102/61
08

Comments

Source of
funding
Servier,
France

Limitations
Randomisatio
n and
allocation
concealment
not stated in
this
publication
(but may be
in previous
publication
referenced);
not all
patients had
MI; only
primary
endpoint had
data provided
separately for
these
patients

8%79D JDIN J0 21epdn |einded :uoipuanald Alepuodas - [N



TT€

sodlpuaaay

Number
Study of
Reference type patients
r death, non- OPA] ITT
fatal M, study
cardiacarrest )
with
successful
resuscitation)
needed to
provide 90%
power to
detecta 21%
relative
reduction in
1ry endpoint;
significance
adjusted to
0.041 for
primary
endpoint to
account for 4
interim
analyses

Patient Characteristics

MI: 3962/6110 (64.9%) perindopril and

3948/6108 (64.7%) placebo

Hypertension: 1650 (27%) perindopril and

1662 (27.2%) placebo

Treatment

PCl 1173 (29%) perindopril and 1800 (29.5%)

placebo

CABG 1790 (29.3%) perindopril and 1797

(29.4%) placebo

Concomitant medications: platelet inhibitors:
5613 (91.9%) perindopril and 5662 (92.7%)
placebo; lipid-lowering therapy: 3534 (57.8%)
and 3499 (57.3%); beta-blockers: 3790 (62%)
and 3745 (61.3%); calcium-channel blockers:
1935 (31.7%) and 1891 (31.0%); nitrates: 2613
(42.8%) and 2629 (43.0%); diuretics: 555

(9.1%) and 573 (9.4%)

Intervention

Compari
son

Follow-
up

Outcome
measures

Revascular
isation

Hypotensi
on

Kidney
failure

Adverse
events
(intoleranc
e)

Effect
sizes Comments

pP=
577/61
10
Placeb
o=
601/61
08

P
=60/61
10
Placeb
o
=17/61
08

P=20/6
110
Placeb
o
=16/61
08
P=144/
6100
Placeo
b
=80/61

879D IDIN J0 d1epdn |eilied :uonuanald Alepuodas - ||A



(453

sodlpuaaay

Number
Study of Compari Follow- Outcome Effect
Reference type patients Patient Characteristics Intervention son up measures sizes Comments
08
Table 65: French 1999%%
Number
Study of Interve Comparis Follo

Reference type patients  Patient Characteristics ntion on w-up  Outcome measures Effect sizes Comments
Author RCT N=493 Acute MI (<4 hours) Captop  Placebo 30day Outcome 1 Captopril: 5/243 Source of
French JK, Unselected LV function ril n=250 s All-cause mortality ~ Placebo: 11/250 funding
Amos DJ, Drop Inclusion criteria n=243 30 days Health
g!!?’;g BF, outs Patients aged <75 yrs presenting tzhir:g Outcome 2 Captopril: 0/243 :;ena;?;f \z

) b unclear within 4 hours of onset of chest pain S e — Placebo: 1/250 )
Elliott JM, Analysis: and with >1mm ST-segment elevation 12.5mg and national
Hart HH, T in contiguous ECG leads or >2mmin  »2°™M8, 30 days heart
Williams . leads V1-V3. 3x50mg Outcome 3 Captopril: 13/243 foundation of
:ﬂl\ifﬂ:’hrtr:n Sl e @Thare /d Reim;arctlion (fatal+  Placebo: 17/250 Thz“itations.
NG'WhitIock Patients receiving ACEi and SBP of non-fatal) lear if ’

’ <90 6hrs after thrombolysis were 30 days unciear
RM, blinded.
McLaughlin excluded.
SC, White Baseline characteristics
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Number
Study of
Reference type patients
HD.

Title

Effects of
early
captopril
administrati
on after
thrombolysis
on regional
wall motion
in relation to
infarct artery
blood flow.

Journal

J Am Coll
Cardiol. 1999
Jan;33(1):13
9-45.
Country:

NZ

Randomisati
on:

Yes, no
details

Allocation
Concealmen

Patient Characteristics
CAPTOPRIL n=243
Age:58 £ 10

Male: 79%
Hypertension:25%

Diabetes:8%
Smoker:42%

Angina (>3m): 31%

BB:11.5%

Previous PTCA/CABG:0/0
Anterior infarction:48%

Time to streptokinase hr:2.9+1.3
Time to captopril h:2.1+0.4

PLACEBO n=250
Age:59110
Male:78%
Hypertension:28%

Diabetes:6%
Smoker:36%

Angina (>3m): 28%

BB:14%

Previous PTCA/CABG:3/1
Anterior infarction:48%

Time to streptokinase hr:3.1+1.3
Time to captopril hr: 2.2+0.5

Concomitant medications:

Interve
ntion

Comparis
on

Follo
w-up

Outcome measures

Effect sizes

Comments
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Number
Study of
Reference type patients
t:
Not stated

Blinding:
Unclear

Power
Calculations:
Yes, to
determine
the effect of
captopril in
anterior
infarction —
primary
outcome-
the
estimated
sample size
was 218.
Further,
assuming
50% had
anterior
infarction,
the total
estimated
no. of
patients
required was
510.

Interve
Patient Characteristics ntion

BB therapy was continued or
commenced on days 2-3 in patients
without contraindications.

BB At baseline:
Captopril: 11.5%
Placebo: 14%

Medications at follow-up:
CAPTOPRIL n=195

ACEi: 32%

BB:52%

ASA:88%

Lipid modifying therapy:36%
LIPD study:15%

Long acting nitrates:27%
Digoxin:4%
Diurectics:11%

Calcium antagonists:23%

ACEi:32%

BB:40%

ASA:89%

Lipid modifying therapy:34%
LIPD study:16%

Long acting nitrates:21%
Digoxim:4%

Diurectics:16%

Calcium antagonists:17%

Comparis
on

Follo
w-up

Outcome measures

Effect sizes

Comments
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Table 66: Galcera-Tomas 199328

Study

Reference type No. pts
Reference RCT N=40
Galcera-
Tomas Eur Drop outs
HeartJ 1 captopril
1993; 14: and 2
259-266.

placebo

died before
Country: day 14
Spain

Analysis:
Randomisati Not stated
on: Not
stated
Allocation
Concealmen

t: Not stated

Blinding:
Double blind

Power
Calculations:

Not stated

Patient Characteristics

Inclusion criteria

ST elevation MI within 24 hours
(Ml acute); age under 70 years;
availability of radionuclide
ventriculography study in first
24 hours; LVSD: mean 33 (10)%
captopril and 34 (6)% placebo

Exclusion criteria

Declined to participate; previous
valvulopathy or
myocardiopathy; Killip grade Il1
or IV or clinical or enzymatic
evidence of infarct extension

Baseline characteristics

Age: mean 54 (10) captopril and
56 (10) placebo

Gender: not stated

MI: 100%

Hypertension: 8 (40%) captopril
and 8 (40%) placebo

Treatment thrombolysis: 15
(75%) captopril and 16 (80%)
placebo

Concomitant medications:
nifedipine: 3 captopril and 7
placebo; diltiazem: 2 and 2;

Intervent
ion
Captopril
initial
dose
6.25mg;
if
tolerated
, titrated
to target
dose25m
g three
times
daily
(n=21)

Compa
rison
Placeb

o)
(n=22)

Follow-
up
Mean
14 days
(range
11-16)

Outcome

measures Effect sizes
Outcome 1 1 captopril and 2
Death placebo

Comments

Source of
funding Not
stated

Limitations
Randomisatio
n, allocation
concealment,
power
calculation
and ITT not
stated; small
sample size
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Reference

Study
type

No. pts

Table 67: Latini 1994332

Reference

Author
Latini R,
Avanzini F,
De Nicolao
A, Rocchetti
M.

Study
type
RCT

No. pts
N= 1526

Drop outs
Unclear

Analysis:
Reported in

Patient Characteristics

beta-blockers: 1 and 1;
nitroglycerine infusion: 20 and
20; oral nitrates: 5 and 8;
diuretics: 2 and 2

Patient Characteristics

Unclear LV status

Inclusion criteria

Patients had to be in stable
hemodynamic conditions,
with SBP >100mm Hg, no
known renal dysfunction,

Intervent
ion

Intervent
ion
Lisinopril
5mg
initial
dose
then
10mg
daily for

Compa
rison

Compa
rison

Open
control
(n=440)

Follow-
up

Follow-
up

6
weeks

Outcome
measures

Outcome measures

Outcome 1
Death

Outcome 2

Hypotension

Effect sizes

Effect sizes

ACE inhibitor:
59/431

Placebo: 112/440

ACE inhibitor
92/431

Placeb:42/430

Comments

Comments

Source of
funding
Zeneca
Pharmaceutic
al; Schwartz
Pharma
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Study

Reference type No. pts

paper
Title
Effects of
lisinopril and
nitroglycerin
on blood
pressure
early after
myocardial
infarction:
the GISSI-3
pilot study.

Journal

Clin
Pharmacol
Ther. 1994
Dec;56(6 Pt
1):680-92.

Country:
Italy

Randomisati
on: Yes but
no details

Patient Characteristics

Killip class <4, no history of
bilateral stenosis of renal
arteries and no allergy to one
of the trial drugs.

Exclusion criteria

None provided

Baseline characteristics

No table provided.

Mean age 64 * 11 (31% older
than 70) and 24% women.
Diagnosis of AMI was
confirmed in 95% of cases.

Concomitant medications:

Systemic thrombolysis,
aspirin (325mg/d) and
atenolol (10mg/) were
recommended therapies for
all patients.

Thrombolytic agents were
administered to 67% of
patients, 30% atenolol and
85% ASA.

Patients were not matched
for atenolol use: placebo had

Intervent Compa Follow-
ion rison up

6 weeks

(n=431)

Outcome measures

Effect sizes

Comments

Limitations

Allocation
concealment
not stated;
does not
appear to be
blinded
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Study
Reference type No. pts
Allocation
Concealmen

t: Not stated

Blinding:
Unclear
Power
Calculations:
None
provided

Table 68: GISSI-3 1994

Study

Reference type No. pts

Intervent Compa Follow-

Patient Characteristics ion rison up
higher use 34% vs. 27% for

lisinopril. Overall the fraction

of patients receiving

concomitant vasoactive

therapy during the first 3

days of AMI was higher in

control group 79% than ACE

lisinopril 59% group.

Intervent Compa Follow-

Patient Characteristics ion rison up

Outcome measures

Outcome measures

Effect sizes

Effect sizes

Comments

Comments
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Study
Reference type
Title: RCT
Gruppo
Italiano per
lo Studio
delia

Sopravvivenz
a
nell’Infarcto
Miocardico.
Journal:
Lancet 1994;
343:1115-
1122.

Country:
Italy

Randomisati
on:
Computer-
generated

Allocation
Concealmen
t: Not stated

No. pts
N= 19394

Drop outs
97.4% had
available
dataat 6
week follow
up; the
2.6% lost to
follow up
were
balanced in
terms of
randomisati
on groups

Analysis: 2
x 2 factorial
design;
patients
also
randomised
between
trans-
dermal GTN
or no GTN;

Patient Characteristics

Inclusion criteria

Chest pain with elevated or
depressed ST segment;
within 24 hours of onset of
MI (Ml acute); no clear
indications for or against
study treatments

LV function — mixture of
dysfunction or normal

Exclusion criteria

Severe heart failure requiring
study treatment; Killip class
IV; risk of further serious
haemodynamic deterioration
after treatment with
vasodilators (systolic BP
<100mmHg);
contraindications to study
drugs (serum creatinine
>177micromol/L +/or
proteinuria >500mg/24
hours)bilateral stenosis of
renal arteries; allergy to one
of the study drugs; other life-
threatening disorders;

Intervent Compa
ion rison
Lisinopril  Open
5mg control
initial (n=946
dose 0)

then

10mg

daily for

6 weeks

(n=9435)

Follow-
up

6
weeks

Outcome measures

Outcome 1
Death

Outcome 2

Reinfarction

Outcome 3

Combined CABG or
PTCA

Outcome 4

Persistent hypotension

Effect sizes

597 (6.3%)
lisinopril and 673
(7.1%) control

303 (3.2%)

lisinopril and 292
(3.1%) control

314 vs. 291

852 (9.0%)
lisinopril and 351
(3.7%) control

Comments

Source of
funding
Zeneca
Pharmaceutic
al; Schwartz
Pharma

Limitations

Allocation
concealment
not stated;
not blinded
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Study
Reference type

Blinding:
Open trial

Power
Calculations:
To detect a
rate
reduction of
mortality
and
combined
endpoint of
at least 20%,
20,000
patients
needed to be
randomised
for
“reasonable
power”

No. pts

Follow-
Patient Characteristics ion rison up

Intervent Compa

previous randomisation
within the trial

Baseline characteristics
Age: 26.8% over 70 years in
lisinopril group and 27.4% in
placebo group

Gender: 22.3% lisinopril
22.1% and control were
female

MI: confirmed in 95%; 3.6%
ACS and other diagnoses
1.4%

Hypertension: 30.2%
lisinopril and 29.6% control

Treatment thrombolysis
71.7%

Concomitant medications: IV
beta-blockers: 30.1%
lisinopril and 31.3% control;
fibrinolytic treatments:
71.4% and 71.9%; aspirin:
83.5% and 84.2%; other
antiplatelet agents: 3.6% and
3.5%

Outcome measures

Outcome 5

Renal dysfunction

Outcome 6
Stroke

Effect sizes Comments

226 (2.4%)
lisinopril and 106
(1.1%) control

72 (0.8%) lisinopril
and 68 (0.7%)
control
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Study

Reference type No. pts

Table 69: Gotzsche 199223

Number
Study of

Reference type patients
Author: RCT N =58
Ggtzsche CO, Drop
Sggaard P, outs
Ravkilde J, Captopril
Thygesen K. n=1 lost

to
Title: Effects follow-
of captopril up
on left Placebo:
ventricular none lost
systolic and to
diastolic follow-
function up
after acute Analysis:
myocardial T
infarction.
Journal:
Am J Cardiol.
1992 Jul
15;70(2):156
-60.

Outcome measures

Intervent Compa Follow-
Patient Characteristics ion rison up

Interve Comparis Follo
Patient Characteristics ntion on w-up
Inclusion criteria Captop  Placebo 6mon
<70 yrs with acute Ml and 1 of the ril N=28 ths
following: signs of HF needing 2x25m/
diuretics within 5 days of onset of 8
AMI and LV EF £45% N=30

Exclusion criteria

Receiving medication for HF prior to
admission or had SBP <100mm Hg,
AF, valvular heart disease, LV
aneurysm, serious systemic disease,
hepatic or renal impairment or EF
<25%

Baseline characteristics
CAPTOPRIL n=30

Age:60 (35-70)
W/M:4/26

Previous MI:2

Systemic hypertension:5
Diabetes:4

Anterior/Inf infarct:16/14
Killip Class I/11/11l: 12/15/3

Outcome measures
Outcome 1
All-cause mortality
Outcome 2
Reinfarction
Outcome 3

Revascularisation
(CABG)

Effect sizes

Effect sizes
Captopril = 1/30
Placebo=0/28
Captopril =0/30
Placebo=2/28
Captopril =1/30
Placebo=1/28

Comments

Comments
Source of
funding

None
provided
Limitations
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Number
Study of
Reference type patients
Country:
Denmark

Randomisati
on:

Yes, no
details

Allocation
Concealmen
t:

No stated
Blinding:

Yes

Power
Calculations:
None
provided

Table 70: Hargreaves 199221

Number
Study of

Reference type patients
Author: RCT N=72
Hargreaves
AD, Kolettis Drop
T, Jacob AJ, outs
Flint LL, Placebo
Turnbull LW, =)
Muir AL,

Patient Characteristics
Treated with streptokinase:24

PLACEBO n=28

Age:58(44-70)

W/M: 2/26

Previous MI:1

Systemic hypertension:5
Diabetes:4

Anterior/Inf infarct:15/13
Killip Class I/11/111: 13/15/0
Treated with streptokinase:23

Concomitant medications:
Furosemide: C: 11 and P:9

Antiischemic medication: end of trial:

49/53
BB: C: 19 and P:19

Patient Characteristics

Acute MI (<24 hours)
Unselected LV function

Inclusion criteria

Patients with suspected AMI within
24 hours of symptoms.

Interve
ntion

Interve
ntion

Captop
ril
3x12.5
mg/d
n=36

Comparis
on

Comparis
on

Placebo
n=36

Follo
w-up

Follo
w-up

28
days

Outcome measures

Outcome measures
Outcome 1
All-cause mortality
Outcome 2
Reinfarction
Outcome 3
Hypotension

Effect sizes

Effect sizes
Captopril: n=5/36
Placebo: n=9/36
Captopril: n=1/36
Placebo: n=0/36
Captopril: n=0/36
Placebo: n=3/36

Comments

Comments

Source of
funding
Bristol-Myers
Briggs and
Stuart
Pharmaceutic
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Reference
Boon NA.

Author: Early
vasodilator
treatment in
myocardial
infarction:
appropriate
for the
majority or
minority?

Journal:

Br Heart J.
1992
Oct;68(4):36
9-73.

Country:
UK

Randomisati
on:

Yes, unclear
Allocation
Concealmen
t:

Not stated
Blinding:
Double blind

Study
type

Number
of
patients
Captopril
n=5
Analysis:
ITT

Patient Characteristics

Exclusion criteria
None provided

Baseline characteristics

CAPTOPRIL n=36

M:F:30:6

Age:60.3 (9.4)

Site of Ml ant:Inf:12:23

Previous MI: 0

Receiving thrombolysis: 32

Time to thrombolysis hr: 3.2 (1.9)
Peak creatine kinase U/L: 1494 (1178)
Completing treatment:31

PLACEBO n=36

M:F:31:5

Age:60.8 (8.4)

Site of Ml ant:Inf: 14:21

Previous MI: 4

Receiving thrombolysis:30

Time to thrombolysis: 3.4 (1.7)

Peak creatine kinase U/L: 1429 (1152)
Completing treatment: 27

Concomitant medications:
None provide besides thrombolysis

Interve
ntion

Comparis
on

Follo
w-up

Outcome measures

Outcome 4

Renal dysfunction
(glomerulonephritis

)

Effect sizes
Captopril: n=0/36
Placebo: n=1/36

Comments
als

Limitations 3
groups,
however only
using 2
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Reference
Power

Calculations:

None
provided

Study
type

Number
of
patients

Table 71: Hussain 2010%°

Reference

AuthoughHu
ssain
Journal AM)J
2010; 3 (11):
707-711.

Country:
China

Randomisati
on: Not
stated

Study
type
RCT

Number of
patients

N=100

Drop outs
Not stated

Analysis:
not stated if
ITT

Patient Characteristics

Interve
ntion

Patient Characteristics

Inclusion criteria

First time acute Ml (Ml acute);
hospitalised within 72 hours of
symptoms; LV function — unselected
(mixture of dysfunction or normal):Mean
LV ejection fraction 53.9 (12.8)% for
patients <60 years on captopril; 53.2
(12.9%) for patients <60 years in control
group; 54.8 (14.2)% for patients 60-70
years on captopril; 55.1 (14.7)% for
patients 60-70 years in control group

Exclusion criteria

Comparis
on

Intervention

Captopril
6.25mg
orally
immediately;
then 12.5-
25mg three
times daily
(n=60)

Follo
w-up

Comparison

Conventiona
| therapy
(n=40)

Outcome measures

Follow-
up

In
hospital
(mean
around 1
month)
only

Outcome
measures
Outcome 1

Death in
hospital

Effect sizes

Effect
sizes

4/60
(6.67%)
captopril
vs. 9/40
(22.5%)
control,
p<0.0001

Comments

Comments

Source of
funding Not
stated

Limitations
Randomisat
ion and
allocation
concealmen
t not stated;
power
calculation
not stated;
not stated if
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Study Number of
Reference type patients
Allocation
Concealmen

t: Not stated

Blinding:
Not stated

Power
Calculations:
Not stated

Table 72: 1SIS-4 1995%%°
Study Number of

Reference type  patients
TitleISIS-4 ~ RCT  N=58050
(Fourth (ISIS-

International  4) Drop outs
Study of 83% still on
Infarct captopril at
Survival) discharge
Collaborativ (or death)
e Group. vs. 87%

Patient Characteristics

Severe extra-cardiac disease that could
affect prognosis; hypotension (systolic BP
<90mmHg), cardiogenic shock; severe
hypertension (systolic BP >200mmHg or
diastolic >120mmHg)

Baseline characteristics
Age: Mean 64 (10) years
Gender: 53/100 male
MI: 100%

Treatment: Medical

Concomitant medications: aspirin: 34/60
captopril and 18/40 control; beta-
blockers: 31/60 and 13/40; thrombolysis:
30/60 and 16/40

Patient Characteristics

Inclusion criteria

Up to 24 hours after onset of acute Ml (Ml
acute); no clear indications for any study
treatment (ACE inhibitor, nitrate or
magnesium) except those on non-study
nitrates for a few days could still be

entered; LV function — unselected (mixture

of dysfunction or normal; 14% had clinical

Intervention

Comparison

Intervention Comparison

Placebo
(n=29022)

Captopril
6.25mg
initial dose;
12.5mg 2
hours later;
25mg 10-12
hours later
then 50mg

Follow-
up

Follow-
up

Day -0-1,
day 2-35

Outcome
measures

Outcome
measures

Outcome 1
Death in
first 5
weeks

Effect
sizes

Effect
sizes

2088/2
9028
(7.19%)
captopr
il and
2231/2
9022
(7.69%)

Comments

ITT; short
follow up

Comments

Source of
funding
Bristol-
Myers
Squibb,
Astra-
Hassle,
Artesan
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Reference
Journal
Lancet 1995;
345: 669-
685.

Country:
Multinationa
[ (31
countries)

Randomisati
on:

Computer-
generated

Allocation
Concealmen
t: Not stated

Blinding:
Not stated

Power
Calculations:

Aim was to

Number of
patients

placebo;
1.8%
captopril
and 1.6%
placebo
forms
missing at
hospital
discharge

Analysis:
ITT

Patient Characteristics
heart failure)

Exclusion criteria

Contraindications to study treatments (e.g.
cardiogenic shock, persistent hypotension
[systolic BP <90-100mmHg], severe fluid
depletion) or conditions associated with
only a small likelihood of worthwhile
benefit (e.g. negligibly low risk of cardiac
death or high risk of death from some
other life-threatening disease)

Baseline characteristics
Age: 28% aged 70 years or over
Gender: 74% male

MI: confirmed in 92%

Treatment Medical

Concomitant medications: IV nitrates: 47%
of patients; other short-term non-study
nitrates: 8%; diuretics: 12%; antiplatelet
therapy: 94%; fibrinolytic therapy 70%; IV
beta-blocker 9%; antiarrhythmic: 21%;
non-study ACE inhibitor 5%

Intervention
twice daily
for 28 days
(n=29028)

Comparison

Outcome
measures

Outcome 2
Stroke (to
day 35 or
earlier
discharge)

Outcome 3
Reinfarctio
n (to day
35or
earlier
discharge)

Effect
sizes
placeb
o

295/29
028
(1.0%)
captopr
il and
268/29
022
(0.9%)
placeb
o

1162/2
9028
(4.1%)
captopr
il and
1101/2
9022
(3.9%)
placeb
o

Comments
Pharma,
Cassella-
med

Limitations

Allocation
concealmen
t, blinding
and details
of power
calculation

not stated
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Study Number of
Reference type patients
randomise
at least
40,000
patients

Patient Characteristics

Intervention

Comparison

Follow-
up

Outcome
measures

Outcome 4

Dizziness
(to day 35
or earlier
discharge)

Outcome 5
Renal
dysfunctio
n (to day
35 or
earlier
discharge)

Outcome 6

Any
profound
hypotensio
n (to day
35or
earlier
discharge)

Effect
sizes

155/29
028
(0.54%)
captopr
il and
110/29
022
(0.39%)
placeb
o

316/29
028
(1.11%)
captopr
il and
170/29
022
(0.60%)
placeb
o
5951/2
9028
(20.9%)
captopr
il and
3130/2
9022
(11.0%)
placeb
o

Comments

879D IDIN Jo a1epdn |eilied :uoijuanald Alepuodas - A



8¢e

sodlpuaaay

Table 73: Kgber 1995316

Reference

AuthorKgber
Journal

N Engl J Med
1995; 333:
1670-1676
(see Buch
2005 for
long-term
follow-up)

Country:
Denmark

Randomisati
on:
Computer-
generated

Allocation
Concealmen
t: Not stated

Blinding:
Double blind

Study
type
RCT
(Tran
dolap
ril
Cardia
c
Evalu
ation
[TRAC
E]
study)

Number of
patients

N= 1749

Drop outs
316 Apart
from the
patients
who died,
328 (37.4%)
withdrawn
from
trandolapril
group and
310 (35.5%)
from
placebo

Analysis:
ITT

Patient Characteristics

Inclusion criteria

Ml acute (in last 3-7 days); aged over 18
years; LV dysfunction (wall motion index
<1.2, corresponding to an ejection fraction
<35%); consent; tolerated test dose 0.5mg
trandolapril

Exclusion criteria

Contraindication to ACE inhibitor or
definite need for ACE inhibitor; severe
uncontrolled diabetes mellitus; sodium
<125mmol/L; serum creatinine >2.3mg/dL
(200 micromol/L); pregnancy; lactation;
acute pulmonary embolism; vascular
collagen disease; non-ischaemic
obstructive heart disease; unstable angina
requiring immediate invasive therapy;
severe liver disease; neutropenia;
immunosuppressive or antineoplastic
therapy; drug or alcohol abuse; treatment
with another investigational drug

Baseline characteristics

Age: mean 67.7 years trandolapril and
67.3 years placebo

Gender: 72% male trandolapril and 71%

Follow-

Intervention Comparison up

Trandolapril  Placebo 24-50
1mg once (n=873) months
daily;

increased

after 2 days
to 2mg daily
and after 4
weeks to
4mg daily
(n=876)

Outcome
measures
Outcome 1
All-cause
mortality
up to 50
months

Outcome 2

Cardiovasc
ular deaths

Effect
sizes

304/87
6
trandol
april
(34.7%)
Vs.
369/87
3
placebo
(42.3%)
p=0.00
1

226/87
6
trandol
april
(25.8%)
Vs.
288/87
3
placebo
(33.0%)
p=0.00
1

Comments

Source of
funding
Roussel-Uclaf
and Knoll

Limitations

Allocation
concealment
not stated;
large
proportion of
patients
dropped out
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Reference

Power
Calculations:
Not stated in
this paper
but
referenced
to previous
publication

Study
type

Number of
patients

Follow-
Patient Characteristics Intervention Comparison up
placebo
MI: 100%

Hypertension: 23% each group

Treatment thrombolysis 45% trandolapril
and 44% placebo

Concomitant medications: aspirin: 92%
trandolapril and 90% placebo; beta-
blockers: 17% vs. 15%; calcium-channel
blockers: 28% vs. 28%; diuretics: 64% vs.
68%; nitrates: 56% vs. 50%;
digoxin/digitalis: 26% vs. 29%

Outcome
measures
Outcome 3

Sudden
deaths

Outcome 4

Total (fatal
or non-
fatal)
reinfarctio
n

Outcome 5

Cough

Effect
sizes

105/87
6
trandol
april
(12.0%)
Vs.
133/87
3
placebo
(15.2%)

’

p=0.03

99/876
trandol
april vs.
113/87
3

placebo

297 (39
withdre
w)

trandol
april vs.
183 (13
withdre
w)

placebo

Comments
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Reference

Study
type

Number of
patients

Patient Characteristics

Intervention

Comparison

Follow-
up

Outcome
measures

Outcome 6

Hypotensi
on

Outcome 7

Renal
dysfunctio
n

Outcome 8

Stroke

Effect
sizes Comments

272 (18
withdre
w)
trandol
april vs.
193 (7
withdre
w)
placebo

120 (18
withdre
w)
trandol
april
vs.94 (
6
withdre
w)
placebo

51/876
(5.8%)
trandol
april vs.
50/873
(5.7%)
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Reference

Reference

Author

Kongstad-
Rasmussen
o,
Blomstrand
P, Brogvist
M,
Dahlstrom
U, Wranne
B.

Journal

Clin Cardiol.
1998
Nov;21(11):8
07-11.

Title
Treatment
with

Study

type

Study
type
RCT

Number of
patients

Number of
patients

N =48

Drop outs
All patients
were
accounted
for.
However 5
were
excluded bc
had CABG
and 1 due to
disease.

Analysis: for
our
outcome
n=10

Patient Characteristics

Table 74: Kongstad-Rasmussen 199831°

Patient Characteristics

Acute MI with clinical evidence of HF

Used the same inclusion/exclusion
criteria as the AIRE study:

Inclusion criteria

Definite acute MI; and clinical evidence
of heart failure LV dysfunction (at least
one of: pulmonary venous congestion
with interstitial or alveolar oedema;
pulmonary oedema with bilateral post-
tussive crackles at least one third up
lung fields; third heart sound and
persistent tachycardia); aged at least 18
years

Exclusion criteria

Severe heart failure (usually NYHA grade
IV); heart failure of primary valvular or
congenital aetiology; unstable angina;

Intervention

Intervention

Ramipril n=25

Comparison

Comparison

Placebo
n=23

Follow-
up

Follow-
up
6 months

Outcome
measures

Outcome
measures

Outcome 1

All-cause
mortality

Outcome 2

Reinfarctio
n

Outcome 3
Revascular
isation —
percutane
ous
translumin
al coronary
angioplast
y

Effect
sizes

placebo

Effect
sizes
Ramipri
|=3/25
Placeb
o=
1/23
Ramipri
|=5/25
Placeb
o=
5/23
Ramipri
I=1/25
Placeb
0=
1/23

Comments

Comments

Source of
funding
Swedish
heart-lung
foundation
and
Swedish
Medical
Research
Council

Limitations

Small
patient
number.
Acute Ml
with clinical
evidence of
HF
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http://www.gad.gov.uk/life_tables/interim_life_tables.htm?term=Dahlstr%C3%B6m%20U%5BAuthor%5D&cauthor=true&cauthor_uid=9825192
http://www.tufts-nemc.org/cearegistry/index.html?term=Wranne%20B%5BAuthor%5D&cauthor=true&cauthor_uid=9825192
http://www.tufts-nemc.org/cearegistry/index.html?term=Wranne%20B%5BAuthor%5D&cauthor=true&cauthor_uid=9825192
http://www.nice.org.uk/page.aspx?term=Kongstad-Rasmussen%20and%201998%20and%20ramipril
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Study
Reference type
ramipril
improves
systolic
function
even in
patients
with mild
systolic
dysfunction
and
symptoms
of heart
failure after
acute
myocardial
infarction.

Randomisati
on:

Yes, no
details
Allocation
Concealmen
t:

Not stated
Blinding:
Double-
blinded
Power
Calculations:
None
provided

Number of
patients

Patient Characteristics
contraindications to ACE inhibitor

Baseline characteristics
RAMIPRIL n=25

Age:69

M/F: 12/13

No. receiving thrombolytic treatment:

11

No with previous Ml: 6
No. with previous HF:3
Hypertension: 8
Angina pectoris:8
Diabetes:5

HF: 68 (12)

SBP:127 (18)

DBP: 71 (9)

EF (%) = 46 (14.9)

PLACEBO n=23
Age:67
M/F:4/19

No. receiving thrombolytic treatment:12

No with previous MlI:5
No. with previous HF:1
Hypertension:5
Angina pectoris:12
Diabetes:3

HF:65 (8)

SBP:121 (15)

Intervention

Comparison

Follow-
up

Outcome
measures

Effect
sizes

Comments
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Reference

Study
type

Number of
patients

Table 75: Flather 1994%

Reference

Author

Flather M,
Pipilis A,
Collins R,
Budaj A,
Hargreaves
A, Kolettis T,
Jacob A,
Millane T,
Fitzgerald L,
Cedro K, et
al.

Study
type
RCT

Number of
patients
N=741
Drop outs
Unclear

Analysis:
ITT

Patient Characteristics
DBP: 72 (11)
EF (%) = 45 (11)

Concomitant medications:

Concomitant medications were similar in

both treatment groups at baseline and
during follow-up.

40 patients were on BB, 14 on calcium
channel blockers; and 9 on long-term
nitrates. At entry, 39 patients were
treated with furosemide, 19 patients
had potassium sparing diuretics, and 3
were treated with digoxin.

Patient Characteristics

Inclusion criteria

Suspected AMI <36 hrs (3-way) <24 hrs
(2x2) before randomisation, no clear
indications for or contraindications to
nitrates.

Exclusion criteria
None stated
Baseline characteristics
3-way study
CAPTOPRIL n=133
Age:61%1

Female:22%

Intervention

Intervention
Captopril
Study 1:
3-way study
design

Combined
with
Study 2:
2x2

Comparison

Comparison

Follow-
up

Follow-
up

In
hospital

Outcome
measures

Outcome
measures
Outcome 1

All-cause
mortality

Outcome 2

Reinfarctio
n

Outcome 3

Effect
sizes

Effect
sizes
Captop
ril:
24/370
Placebo

19/371

Captop
ril:
14/370
Placebo

10/371
Captop

Comments

Comments

Source of
funding

Bristol-Myers
Squibb,
Schwartz
harma, Astra
Pharmaceutic
als, Stuart
Pharmaceutic
als.

Limitations:
Two different
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Reference
Title
Randomized
controlled
trial of oral
captopril, of
oral
isosorbide
mononitrate
and of
intravenous
magnesium
sulphate
started early
in acute
myocardial
infarction:
safety and
haemodyna
mic effects.
ISIS-4
(Fourth
International

Study
type

Number of
patients

Patient Characteristics
Prior M1:8%

Prior diabetes:7%

Prior hypertension:20%

PLACEBO n=134
Age:62+1

Female:18%

Prior M1:15%

Prior diabetes:4%

Prior hypertension:25%

CAPTOPRIL n=237
Age:59%1

Female:23%

Prior M1:14%

Prior diabetes:11%
Prior hypertension:33%

PLACEBO n=237

Intervention

Comparison

Follow-
up

Outcome
measures

Adverse
events

Outcome 4

Hypotensi
on

Outcome 5
Renal
impairmen
t

Effect

sizes Comments
ril: study designs.
114/37 Combined the
0 results from
Placebo the two

: studies for
79/371  the ACEi
Captop 8roup and

A placebo
77/370

Placebo

43/371

Captop

ril:

4/370

Placebo

:6/371
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Reference
Study of
Infarct
Survival)
Pilot Study
Investigators

Journal

Eur Heart J.
1994
May;15(5):6
08-19.

Author

Flather M,
Pipilis A,
Collins R,
Budaj A,
Hargreaves
A, Kolettis T,
Jacob A,
Millane T,
Fitzgerald L,
Cedro K, et
al.

Country:
POLAND
Randomisati
on:

Yes, no
details
Allocation
Concealmen

Study
type

Number of
patients

Patient Characteristics
Age:60+1

Female:24%

Prior M1:20%

Prior diabetes:12%
Prior hypertension:32%

Concomitant medications:

Antiplatelets: 91-98%
Fibrinolytic: 58-90%
Oral BB: 40-48%
Antiarrhythmic: 9-22%
Diurectic: 33-42%

Intervention

Comparison

Follow-
up

Outcome
measures

Effect
sizes

Comments
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Reference

t:

Central
randomisatio
n, but not
details
Blinding:
Unclear,
likely to be
open trial
Power
Calculations:
Yes,
estimated
that 800
patients
could be
randomised
during the 3
yrs of
recruitment,
and that this
should
provide
reasonable
estimates of
the
incidence of
hypotenstion
, and other
common
side effects
and of
compliance

Study
type

Number of
patients

Patient Characteristics

Intervention

Comparison

Follow-
up

Outcome
measures

Effect
sizes

Comments
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Study
Reference type
to trial
treatment
needed for
planned
large-scale
mortality
trial

Table 76: Lu 19933%

Study
Reference type

Author Lu RCT —
CY. ABST-
RACT

Title

Treatment
of acute
myocardial
infarction
with oral
captopril. A
randomized,
double blind
and placebo

Number of

patients

Number of
patients

N=98

Drop outs
NA

Analysis:
NA

Patient Characteristics

Patient Characteristics

Acute MI

Classed as unselected LV function in
NICE 2001

Inclusion criteria

NA

Exclusion criteria

NA

Baseline characteristics

Only state satisfactory randomization.

Concomitant medications:

Intervention Comparison

Intervention Comparison

Captopril n=43  Placebo
n=55

Follow-
up

Follow-
up

In
hospital

Outcome
measures

Outcome
measures
Outcome 1

All-cause
mortality

Effect
sizes

Effect
sizes
Captop
ril =
3/43
Placeb
o=
8/55

Comments

Comments

Source of
funding

Limitations
Abstract
only.
Published in
Chinese
Included in
CG4s,
originally in
NICE2001
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Study Number of Follow- Outcome Effect
Reference type patients Patient Characteristics Intervention Comparison up measures sizes Comments
controlled NA
pilot study].

Journal
Zhonghua
Xin Xue
Guan Bing Za
Zhi. 1993
Apr;21(2):74
-6, 121-2.
Chinese.

Country:
CHINA

Randomisati
on:

Yes, no
details

Allocation
Concealmen
t:

Not stated
Blinding:
Double blind

Power
Calculations:

None stated

Table 77: Pfeffer 1997471

Study Number of Follow- Outcome Effect
Reference type patients Patient Characteristics Intervention Comparison up measures sizes Comments
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Reference

Author

Pfeffer MA,
Greaves SC,
Arnold JM,
Glynn RJ,
LaMotte FS,
Lee RT,
Menapace FJ
Jr, Rapaport
E, Ridker PM,
Rouleau JL,
Solomon SD,
Hennekens
CH.

Title

Early versus
delayed
angiotensin-
converting
enzyme
inhibition
therapy in
acute
myocardial
infarction.
The healing
and early
afterload
reducing
therapy trial.

Journal
Circulation.

Study
type
RCT

Number of
patients

N=236

Drop outs
Not stated.

Analysis:
ITT

Patient Characteristics

Acute MI
Unselected LV function

Inclusion criteria

Men and women over the age of 21
years who had experienced an Ml within
24 hours were considered to be eligible.

Exclusion criteria were relative
contraindications to the use of an ACE
inhibitor, need of an ACE inhibitor for
treatment of congestive heart failure,
serum creatinine level of 2.5 mg/dL,
presence of a major complication of
infarction that was not stabilized before
randomization (eg, cardiogenic shock,
persistent ischemia, or unstable
rhythm), systolic blood pressure of <100
mm Hg, or failure to complete all
prerandomization evaluations within 24
hours from the onset of chest pain.
Institutional review board approval was
obtained, and all patients provided
signed informed consent before
randomization.

Baseline characteristics

Placebo-High dose, Low-Low dose,
High-High dose

Male, n 91 (77.8), 90 (77.6), 93 (78.2)

Mean age, y (SD) 59.9 (12.7), 61.3
(11.8), 60.7 (13.3)

Follow-
Intervention Comparison up
Ramipril. Placebo 1-14
Full-dose, N=117 days
titrated from
1.25to
10mg/d in 24
hours
N=119

Outcome
measures
Outcome 1

All-cause
mortality

1-14 days

Outcome 2
M
1-14 days

Outcome 3
Stroke
1-14 days

Outcome 4

Revascular
isation

1-14days

Effect
sizes
Ramipri
I:3/119
Placebo
:3/117

Ramipri
:
.3/119
Placebo
:5/117
Ramipri
I: 0/119
Placebo
:0/117
Ramipri
I:
15/119
Placebo
:6/117

Comments

Source of
funding
Grant from
Hoechst
Marion
Roussel
(formerly
Hoechst
Roussel
Pharmaceutic
als, Inc) and
The Upjohn
Company.
Limitations
Placebo data
was only
available for
the first 14
days.

Also 3 groups,
but only using
data from 2.
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Reference
1997 Jun
17;95(12):26
43-51.
Country:
USA

Randomisati
on:

Yes. Unclear
methods.
Assignment
was
accomplishe
d through
random
assignment
into one of 3
groups.
Randomisati
on was
stratified by
centre.

Allocation
Concealmen
t:

Unclear, not
stated.

Blinding:
Double blind
Power

Calculations:

Patient Characteristics Intervention
Current smoker, n 42 (35.9), 39 (33.6),
43 (36.1)
Diabetes, n 16 (13.7), 26 (22.4), 31 (26.1)
Hypertension, n 51 (43.6), 44 (37.9), 51
(42.9)
Prior MI, n 23 (19.8), 16 (13.8), 21 (17.7)

Killip class I, n 92 (79.3), 93 (80.2), 90
(75.6)

Concomitant medications:
Medication

Thrombolytic 85 (72.7), 84 (72.4), 86
(72.3)

PTCA: 29 (24.8), 24 (20.7), 25 (21.0)
ASA: 110 (94.0), 107 (92.2), 105 (88.2)

Heparin: 108 (92.3), 105 (90.5), 110
(92.4)

B-Blocker: 79 (67.5), 88 (75.9), 75 (63.0)
Nitrate: 100 (85.5), 98 (84.5), 101 (84.9)

Calcium channel blocker: 12 (10.3), 18
(15.5), 12 (10.1)

Comparison
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Reference
None given

Study
type

Number of
patients

Table 78: Pfeffer 198872

Reference

Reference

Effect of
captopril on
progressive
ventricular
dilatation
after
anterior
myocardial
infarction.

Study
type
RCT

Number of
patients

N =59

Drop outs

Besides due
to death:
ACEi n=3;
placebo n=3
Analysis:

Patient Characteristics

Patient Characteristics

Inclusion criteria

Patients who entered the early
convalescent period (2-4 wks) after
having had their first MI. Age between
21 to 75 yrs and a radionucleotide EF of
<45%

Exclusion criteria

Not correct EF. Active ischemia,
concurrent medical conditions, relative

Intervention

Intervention

Captopril n=29

Follow-
Comparison  up

Follow-
Comparison up

Placebo n=3- 1yrs
0

Outcome
measures

Outcome
measures
Outcome 1

All-cause
mortality

Effect
sizes

Effect
sizes

ACEI
=1/29
Placebo
=0/30

Comments

Comments

Source of
funding

Squibb and
Sons

Limitations

879D IDIN JO a1epdn |eilied :uoiuanald Alepuodas - A



e

sodlpuaaay

Reference

Pfeffer MA,
Lamas GA,
Vaughan DE,
Parisi AF,

Braunwald E.

N EnglJ
Med. 1988
Jul
14;319(2):80
-6.

Country:
USA
Randomisati
on:

Yes, no
details

Allocation
Concealmen
t:

Not stated

Blinding:
Double-blind

Power

Calculations:

None
provided

Study
type

Number of
patients

Patient Characteristics

contraindication to captopril. Needing
revascularisation.

Baseline characteristics
CAPTOPRIL n=30

Age: 592

M/F:26/4

Hypertension:12 (40%)
Diabetes:3 (10%)

Current Smoking:15 (50%)
Angina before MI:5 (17%)

High cholesterol:5 (17%)

Peak creatine kinase:3149 + 335
PTCA or thrombolytic therapy: 4(13%)
Killip class I/11/11l: 15/13/2
Radionuclide EF %:30+2

PLACEBO n=29

Age: 5612

M/F:28/1

Hypertension:8 (28%)
Diabetes:2 (7%)

Current Smoking:18 (62%)
Angina before MI:3 (10%)

High cholesterol:5 (17%)

Peak creatine kinase:3235+329
PTCA or thrombolytic therapy:6(21%)
Killip class I/1l/111: 15/14/0
Radionuclide EF %:30+1

Intervention

Comparison

Follow-
up

Outcome
measures

Effect
sizes

Comments
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Reference

Study
type

Number of
patients

Table 79: Pffefer 1992470

Reference

Author
Pfeffer
Journal N
Engl ) Med
1992; 327:
669-77.

Country: US
and Canada

Randomisati
on:
Computer-

Study
type
RCT

Number of
patients

N=2231

Drop outs
Vital status
not
ascertained
for 2
captopril
and 4
placebo
patients

Analysis:

Patient Characteristics

Concomitant medications:

Study medication was added to optimal
conventional therapy, including BB. The
use of digitalis, diuretics, and
antiarrhythmic agents was left to the
discretion of the physician. Vasodilators
or ACEi not according to the study
protocol was prohibited. No patient
required long-acting nitrates at the time
of randomisation.

Patient Characteristics

Inclusion criteria

Ml acute; survived the first 3 days; LV
dysfunction (<40% [mean 31% both
groups]); aged at least 21 years; <80
years

Exclusion criteria

Failure to undergo randomisation within
16 days of MI; relative contraindication
to ACE inhibitor or need to use ACE
inhibitor to treat symptomatic
congestive heart failure or systemic
hypertension; serum creatinine

Intervention

Intervention

Captopril
initial dose
12.5mg; target
dose 25mg
three times
daily by
hospital
discharge,
increased to
maximum
50mg three
times daily
unless adverse
events; 79%

Comparison

Comparison

Placebo
(n=1116)

Follow- Outcome
up measures
Follow- Outcome
up measures
Minimu Outcome 1
m 2 Death
years;
mean 42
(10)
months,
range 24-
60
months
Outcome 2
Cardiovasc

Effect
sizes

Effect
sizes

228/11
15
(20%)
captopr
il vs.
275/11
16
placeb
o
(25%),
p=0.01
9

188/11
15

Comments

Comments

Source of
funding
Bristol-Myers
Squibb

Limitations
Allocation
concealment
not stated;
power
calculation
not stated;
not all
patients had
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Reference
generated

Allocation
Concealmen
t: Not stated

Blinding:
Double blind

Power

Calculations:

Not stated

Study
type

Number of
patients
ITT

Patient Characteristics Intervention Comparison
>2.5mg/dL; other conditions believed to  reached

limit survival; unwilling/unable to 150mg/day

participate in long-term trial; unstable (n=1115)

course after infarction (if recurrent
ischaemia 72 hours after onset and
revascularisation required, this had to
be performed before randomisation).
Baseline characteristics

Age: mean 59.3 years captopril group
and 59.5 years placebo group

Gender: 83% male captopril group and
82% male placebo group

MI: 100%

Hypertension: 44% captopril group and
42% placebo group

Treatment:

Thrombolytic therapy 34% captopril
group and 32% placebo group; PTCA:
17% each group; CABG: 10% captopril
group and 8% placebo group

Concomitant medications:
Antiarrhythmics: 14% captopril and 11%
placebo; anticoagulant: 28% each group;
aspirin: 59% each group; other
antiplatelet agents 14% each group;
beta-blockers: 35% captopril and 36%
placebo; calcium-channel blockers: 42%
each group; digitalis: 25% captopril and
27% placebo; diuretics: 35% each group;
nitrates: 50% captopril and 53% placebo

Follow-
up

Outcome
measures

ular death

Outcome 3

Sudden
death

Outcome 4
Fatal Ml

Outcome 5

Non-fatal
M

Effect

sizes Comments
captopr repeat

il vs. ejection
234/11 fractions
16 measured
placeb

o,

105/11
15
captopr
il vs.
125/11
16
placeb
o

108/11
15
captopr
il vs.
129/11
16
placeb
o

25/111
5
captopr
il vs.
41/111
6
placeb
o
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Reference

Study
type

Number of
patients

Patient Characteristics

Intervention

Comparison

Follow-
up

Outcome
measures

Outcome 6
Hospitalisa
tion

(due to HF)

Outcome 7
Dizziness

Effect
sizes Comments

154/11
15
(14%)
captopr
il vs.
192/11
16
(17%%)
placeb
o

32/111
5
captopr
il vs.
25/111
6
placeb
o
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Reference

Table 80: Foy 1994

Reference

AuthourFoy
for the
PRACTICAL
investigators
JournalAm J
Cardiol 1994;
73; 1180-
1186.

Country:
New Zealand

Randomisati
on: Not
stated

Study
type

Study
type
RCT
(PRAC
TICAL
study)

Number of
patients

Number of
patients

N= 225

Drop outs

42/225
withdrawn
(18 [24%]
captopril,
12 [16%]
enalapril
and 12
[16%]
placebo);
due to
hypotensio
n (5
captopril, 5
enalapril

Patient Characteristics

Patient Characteristics

Inclusion criteria

Within 24 hours of onset of chest pain
(M1 acute);

LV function — unselected (mixture of
dysfunction [6 patients] or normal)

Exclusion criteria

Persistent hypotension (systolic BP
<90mmHg); sensitivity to ACE inhibitors
or use of ACE inhibitors within 1 week;
haemodynamically significant valvular
stenosis; clinically severe renal or
hepatic disorders; clear indication for
treatment with ACE inhibitor; no
consent; expected to comply poorly with
treatment

Intervention

Intervention

Oral captopril
6.25mg at 2-
hour intervals
for 3 doses,
then 25mg 3
times daily
(n=75; target
dose achieved
in 65%); or
oral enalapril
1.25mg at 2-
hour intervals
for 3 doses,
then 5mg 3
times daily
(n=75; target
dose achieved

Comparison

Comparison

Placebo
(n=75; target
dose
achieved in
80%)

Follow-
up

Follow-
up

90 days
and 12 m

Outcome
measures
Outcome 8
Cough

Outcome
measures

Outcome 1

Adverse
effects not
requiring
withdrawal
of
treatment:

Outcome 2
Dizziness

Effect
sizes

27/111
5
captopr
il vs.
9/1116
placeb
o,
p=0.00
3

Effect
sizes

18
captopr
il, 12
enalapr
il and
12
placeb
o

15
captopr
il, 14
enalapr
il and 6
placeb
o

Comments

Comments

Source of
funding
Merck sharp
and Dohme,
Bristol-Myers
Squibb

Limitations

Randomisatio
n and
allocation
concealment:
not stated
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Reference

Allocation
Concealmen
t: Not stated

Blinding:
Double blind

Power
Calculations:
50 patients
required in
each group
to detect a
3%
difference in
ejection
fraction from
baseline
between
combined
ACE inhibitor
group and
placebo with
p=0.05 and
power 80%;
target set at
75 per group
to allow for
attrition

Study
type

Number of
patients
and 2
placebo),
rash (3, 4
and 1) or
withdrawal
of consent
(1, 4 and 3)

Analysis:
ITT

Patient Characteristics
Baseline characteristics

Age: mean 64 years captopril, 63 years
enalapril and 64 years placebo

Gender: 75% male captopril, 79%
enalapril and 77% placebo

Ml: 100%

Treatment thrombolysis: 68% captopril,
75% enalapril and 73% placebo

Concomitant medications: beta-
blockers: 25% captopril, 11% enalapril
and 15% placebo (p=0.046); calcium-
channel blockers: 21%, 15% and 15%;
digoxin: 3%, 4% and 4%,; diuretics: 9%,
4% and 13%; NSAID: 11%, 12% and 4%

Intervention
in 79%)

Comparison

Follow-
up

Outcome
measures
Outcome 3

Hypotensi
on

Outcome 4
Cough

Outcome 5
Headache

Outcome 6

Death by
90 days

Effect
sizes

5
captopr
il,5
enalapr
il and 2
placeb
o

6
captopr
il, 4
enalapr
il and 2
placeb
o

0
captopr
il, 1
enalapr
iland 1
placeb
o

9
captopr
il, 1
enalapr
il and 7
placeb
o

Comments
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Reference

Study
type

Number of
patients

Patient Characteristics

Intervention

Comparison

Follow-
up

Outcome
measures

Outcome 7
Cardiac
death (LV
failure,
cardiac
rupture,
arrhythmia
ventricular
fibrillation)
—90 days

Outcome 8
Sudden
death -90
days

Outcome 9

Death by
12 months

Effect
sizes

7
captopr
il, 1
enalapr
il and 7
placeb
0; 1 not
specifie
d which
group

3
captopr
il, 1
enalapr
iland 1
placeb
o

10
captopr
il, 2
enalapr
il and
12
placeb
o

Comments
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Reference

Table 81: Ray 19933

Reference

Author Ray.
Journal Br
Heart ) 1993;
69: 215-222.

Study
type

Study
type
RCT

Number of
patients

Number of
patients

N=99

Drop outs
22/99

Patient Characteristics

Patient Characteristics

Inclusion criteria

Within 24 hours of acute MI (Ml acute);
clinically and haemodynamically stable;
aged 40-75 years

Intervention Comparison

Intervention Comparison

Captopril Placebo
6.25mg; if (n=50)
tolerated,

repeated at 1
hour; 12.5mg

Follow-
up

Follow-
up
12
months

Outcome
measures

Outcome
10

Cardiac
causes (12
months)

Outcome
11

Sudden
death (12
months)

Outcome
measures
Outcome 1

Death at 1
year

Effect
sizes

8
captopr
il, 1
enalapr
il and
12
placeb
o

4
captopr
il, 1
enalapr
iland 4
placeb
o

Effect
sizes

8
captopr
il and
10
placeb

Comments

Comments

Source of
funding Not
stated
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Reference

Country:
Scotland

Randomisati
on: Not
stated

Allocation
Concealmen
t: Not stated

Blinding:
Double blind

Power

Calculations:

Not stated

Study
type

Number of
patients
withdrawn;
follow up
data
available for
73/99

Analysis:
ITT

Patient Characteristics

LV function — unselected (mixture of
dysfunction or normal [mean 37.4 (1.8)%
captopril and 35.2 (1.8)% placebo)

Exclusion criteria

Norris score <3.5; systolic BP <95mmHg;
history of significant renal or
cerebrovascular disease;
contraindication to captopril; definite
indication for its use; no consent

Baseline characteristics

Age: mean 61 (1) years captopril and 59
(1) years placebo

Gender: 82 men; 17 women
MiI: 100%

Treatment (Medical)

Concomitant medications not stated

Follow-

Intervention Comparison up

at 8 hours;
then 12.5mg
three times
daily with
target dose
25mg three
times daily
before
discharge
(n=49)

Outcome
measures

Outcome 2

Sudden
death 1
year

Outcome 3

Cardiac
failure
requiring
withdrawal

Outcome 4

Reinfarctio
n

Outcome 5
CABG

Effect
sizes

o

4
captopr
il and 6
placeb

o

2
captopr
il and 2
placeb
o

3
captopr
il, 1
placeb
o

1
captopr
il, 1
placeb
o

Comments

Limitations

Randomisatio
n, allocation
concealment
and power
calculations
not stated

89D IDIN JO d1epdn |einied :uoiuanald Alepuodas - ||A



TG€

sodlpuaaay

Reference

Study
type

Number of
patients

Table 82: Sharpe 1988°38

Reference

Author
Sharpe N,
Murphy J,
Smith H,
Hannan S.

Title

Treatment of
patients with
symptomless
left
ventricular
dysfunction

Study
type
RCT

Number of
patients

N =60

Drop outs

Not for our
relevant
outcomes.
Otherwise,
captopril
n=4.
placebo n=6

Analysis:

Patient Characteristics

Patient Characteristics

Sub-acute MI (average 9 days post Ml)
LVSD

Inclusion criteria

Recent Q wave Ml who were symptom
free and clinically stable and not on
cardiac drugs before discharge.

Exclusion criteria
Those requiring treatment for

myocardial ischemia, arrhythmias, or HF,

atrial fibrillation, valvular HD, chronic
lung disease, other serious systemic

Intervention

Intervention

Captopril
3x25mg/d,
N=20

Comparison

Comparison

Placebo
N=20

Follow-
up

Follow-
up
12m

Outcome
measures
Outcome 6

Hypotensi
on

Outcome 7

Cough

Outcome
measures
Outcome 1
All-cause
mortality

Outcome 2

Reinfarctio
n

Effect
sizes

0
captopr
il, 1
placeb
o

1
captopr
il, 0
placeb
o

Effect
sizes
ACEi =
0/20
Placebo
=1/20
ACEi =
2/20
Placebo
=2/20

Comments

Comments

Source of
funding
National
heart
foundation of
NZ
Limitations:

Unclear
exactly how
many in
group.
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Reference

after
myocardial
infarction.

Journal

Lancet. 1988
Feb
6;1(8580):25
5-9.

Country:
NZ

Randomisati
on:

Yes, no
details

Allocation
Concealmen
t:

Not stated
Blinding:
Double blind
Power

Calculations:

None
provided

Study
type

Number of
patients
ITT

Patient Characteristics Intervention Comparison

diseases, renal impairment.

Baseline characteristics

CAPTOPRIL

Age: 59 (38-74)

MF:19/1

Ant/Inf MI: 11/9

Peak creatine kinase U/L:2368 (1119)
No with MI:0

No with hypertension:4

Time to entry post MI d):9 (4)

EF %: 36.3 (1.2)

PLACEBO

Age:53 (31-72)

MF:19/1

Ant/Inf MI:12/8

Peak creatine kinase U/L:2039 (1055)
No with MI:3

No with hypertension:3

Time to entry post MI:9 (4)

EF %:37.9 (1.2)

Concomitant medications:

If symptoms or signs of HF occurred

during treatment, the trial medication
was doubled. If no improvement were
evident after 1 week, frusemide 40mg
daily was added openly and increased.

Follow-
up

Outcome
measures

Effect
sizes

Comments
3-way study
design with
frusemide
however only
ACEi vs.
placebo data
was used
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Reference

Study
type

Number of
patients

Table 83: Sharpe 1991°%

Reference

Author
Sharpe
Journal
Lancet 1991;
337:872-
876.

Country:
New Zealand

Study
type
RCT

Number of
patients

N=100

Drop outs
12 captopril
and 11
placebo
withdrawn

Analysis:

Patient Characteristics

1 patient in Captopril required doubling
of trial medication after 1 month.

2 patients in placebo required doubling
of trial medication and additional
frusemide after 1 and 4 months.

Patient Characteristics

Inclusion criteria

Ml acute; definite Q-wave MI; clinically
stable 24-48 hours after onset of
symptoms, echocardiography with
adequate image quality, consent,
tolerated open dose captopril 12.5mg;
LV function — unselected (mixture of
dysfunction or normal)[mean 40.2
(7.0)% captopril and 41.1 (6.4)%
placebo]

Intervention

Intervention

Captopril
25mg twice
daily;
increased to
50mg twice
daily on 2
day and
continued for
3 months
(n=50)

Comparison

Comparison

Placebo
(n=50)

Follow-
up

Follow-
up
3 months

Outcome
measures

Outcome
measures

Outcome 1

Sudden
death

Effect
sizes

Effect
sizes

Captop
ril 3
patient
S;
placebo
2
patient
s

Comments

Comments

Source of
funding
National
Heart
foundation of
New Zealand
andER
Squibb &
Sons Ltd
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Reference

Randomisati
on: Not
stated

Allocation
Concealmen
t: Not stated

Blinding:
Double blind

Power

Calculations:

Not stated

Study Number of
type patients
Not stated

Patient Characteristics

Exclusion criteria

Ongoing myocardial ischaemia; atrial
fibrillation or other arrhythmia requiring
treatment; valvular disease, clinical
congestive cardiac failure, hypotension
(systolic BP <90mmHg), chronic lung
disease, serum creatinine >0.20mmol/L,
other serious concomitant disease
Baseline characteristics

Age: mean 59 (8) years captopril, 56 (9)
years placebo

Gender: 41/50 male captopril; 42/50
male placebo

MI: 100%

Hypertension: 16 captopril and 16
placebo

Intervention

Comparison

Follow-
up

Outcome
measures
Outcome 2

Recurrent
Ml

Outcome 3

Hypotensi
on

Effect
sizes

Captop
ril 1
patient;
placebo
4
patient
s

Captop
ril 1
patient;
placebo
0
patient
s

Comments
Limitations
Randomisatio
n and
allocation
concealment
not stated;
power
calculation
not stated;
not stated if
ITT
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Number of
patients

Study
Reference type

Table 84: Sogaard 1993°%!

Study Number of
Reference type  patients
Author RCT N =64
Segaard P, Drop outs
Ggtzsche CO, N=1 lost to
Ravkilde J, follow-up
Thygesen K.

Patient Characteristics

Treatment: thrombolysis: 38/50
captopril, 34/50 placebo (PCI, CABG,
Medical)

Concomitant medications: nitrates: 5

captopril and 6 placebo; beta-blockers:

11 captopril and 10 placebo; calcium-
channel blockers: 8 captopril and 11
placebo; frusemide: 7 captopril and 7
placebo; digoxin: 0 captopril and 4
placebo; warfarin: 3 captopril and 5
placebo

Patient Characteristics

Sub-acute Ml (after 7 days)
LVSD — average 40 (30-45)

Intervention

Intervention
Captopril 2x
12.5mg/d
N=32

Follow-
Comparison  up

Follow-
Comparison up
Placebo 180 days
N=32

Outcome
measures

Outcome
measures
Outcome 1

All-cause
mortality

Effect
sizes

Effect
sizes
Captop
ril =
1/32
Placebo
=1/32

Comments

Comments

Source of
funding

None stated
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Reference

Title

Effects of
captopril on
ischemia and
dysfunction
of the left
ventricle
after
myocardial
infarction.

Journal

Circulation.
1993
Apr;87(4):10
93-9.

Country:
USA

Randomisati
on:

Yes, no
details

Allocation
Concealmen
t:

Not stated
Blinding:
Yes, double-
blind

Study
type

Number of
patients
Analysis:
ITT

Patient Characteristics
Inclusion criteria

Patients younger than 70 years of age,
suffering from Ml and had left EF <45%
as evaluated by echocardiography on
day 5 after MI.

Exclusion criteria

Patients who required an ACEi or
digoxin. Subjected to CABG during the
follow-up.

Baseline characteristics
CAPTOPRIL n=32
Age(yrs): 60 (35-70)
MF: 28/4

Previous Ml: 2
Hypertension:5
Diabetes:4

Ant/Inf MI:17/15

Peak creatinine kinase U/L:83 (17-210)
Congestive HF: 20
Angina pectoris: 17

EF (%):39 (25-45)

PLACEBO

Age(yrs): 58 (43-70)
MF:30/2

Previous MI:1
Hypertension:5
Diabetes:4

Intervention

Comparison

Follow-
up

Outcome
measures
Outcome 2

Revascular
isation

Effect
sizes
Captop
ril
=2/32
Placebo
=1/32

Comments

Limitations:
Patients were
given an
initial blinded
dose of
6.25mg on
day 1
followed by
placebo or
captopril for
next 14 days.
Unclear what
the initial
dose was
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Reference
Power

Calculations:

None
provided

Study
type

Number of
patients

Table 85: Wagner 2002°%7

Reference

Study
type

Number of
patients

Patient Characteristics Intervention
Ant/Inf MI:18/14

Peak creatinine kinase U/L: 87 (17-276)

Congestive HF:18

Angina pectoris:15

EF (%):40 (30-45)

Concomitant medications:
CAPTOPRIL n=32

Metoprolol: 24 (75%)
Diltiazem:6 (19%)

Isosobide mononitrate:5 (16%)
Streptokinase:25 (78%)
Acetylsalicyclic acid: 32 (100%)
Furosemide:20 (63%)

PLACEBO:32

Metoprolol: 23(72%)
Diltiazem:8 (25%)

Isosobide mononitrate: 5 (16%)
Streptokinase:26 (18%)
Acetylsalicyclic acid: 32 (100%)
Furosemide: 18 (56%)

Patient Characteristics Intervention

Comparison

Comparison

Follow-
up

Follow-
up

Outcome
measures

Outcome
measures

Effect
sizes

Effect
sizes

Comments

Comments
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Reference

Author
Wagner A,
Herkner H,
Schreiber W,
Bur A,
Woisetschlag
er C, Stix G,
Laggner AN,
Hirschl MM.

Title
Ramipril
prior to
thrombolysis
attenuates
the early
increase of
PAI-1 in
patients with
acute
myocardial
infarction.

Journal

Thromb
Haemost.
2002
Aug;88(2):18
0-5.

Country:
AUSTRIA

Study
type
RCT

Number of
patients

N =99

Drop outs
None
Analysis:
ITT

Patient Characteristics

Inclusion criteria

Acute Ml patients undergoing
thrombolysis

Unclear of LV status
Exclusion criteria

Chest pain relieved by nitroglycerin or
<30min in duration; history of Ml;
contraindication to thrombolytic therapy
including history of bleeding disorder or
cerebrovascular accident,
gastrointestinal bleeding or
genitourinary bleeding within 4 wks,
major surgery, trauma or
cardiopulmonary resuscitation within 14
days, uncontrolled hypertension,
contraindications to ramipril, current
therapy with cytotoxic drugs, serious
advanced illness, hypotension of
admission, cardiogenic shock, treatment
with ACEl in last 2 wks, pregnancy or
ability to become pregnant, lactation,
physical or psychological inability to
participate.

Baseline characteristics
RAMIPRIL n=51

Age: 55 (12)

M/F:79/21
Hyptension:43
Diabetes:14

Current smoker:48

Intervention
Ramipril
2.5mg,
Before
thrombolysis,
then 2.5 mg
after
thrombolysis
n=51

Comparison

Placebo =48
Ramipril
2.5mg,
Before
thrombolysis
, then
placebo

Follow-
up

24 hours
—1 week

Outcome
measures

Outcome 1

All-cause
mortality —
1 week

Outcome 2

Hypotensiv
e events
<24 hours

Effect
sizes
Ramipri
I: 1/51
Placebo
:1/48
Ramipri
I: 2/51
Placebo
:1/48

Comments

Source of
funding
Aventis
Pharma,
Austria
provided
medication.

Limitations.
All patients
received
ramipril after
24 hours with
a starting
dose of 2.5
mg
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Reference
Randomisati
on:

Yes, no
details

Allocation
Concealmen
t:

Unclear, not
stated
Blinding:
Double blind

Power

Calculations:

None
provided

Study Number of
type patients

Patient Characteristics

Hyperlipidemia:34
HR:80 (20)
Ant/Inf MI:25/26

PLACEBO n=48
Age:55 (11)

M/F: 69/31
Hyptension:29
Diabetes:16
Current smoker:52
Hyperlipidemia:36
HR:79(17)

Ant/Inf MI: 22/26

Concomitant medications:

RAMIPRIL:
ASA:10
BB:24

Calciumantagonists:1

Diurectics:3
Nitrates:1

PLACEBO:
ASA:14
BB:22

Calciumantagonists:2

Diurectics:4
Nitrates:1

Intervention

Comparison

Follow-
up

Outcome
measures

Effect
sizes

Comments
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Table 86: Wu 199762

Study
Reference type

AuthorWu RCT
N, Fan Z for
Beijing
Collaborative
Study Group.
Journal
Chinese
Medical
Journal
1997; 110:
602-606.

Country:
China

Randomisati
on: Not
stated

Allocation
Concealmen
t: Not stated

Blinding:
Not stated

Power
Calculations:

Not stated

Number of
patients

N= 1106

Drop outs
Not stated

Analysis:
ITT

Patient

Characteristics Intervention  Comparison
Inclusion criteria Group E: Group C:
Confirmed Ml (drugs ~ Enalapril control:
started 2-4 weeks 10mg started Conventional
after onset of MI; Ml 2-4 weeks therapy only
non-acute); age < 75 after onset (n=372)
years; no of MI

contraindication to (n=349)

study medication;
possibility of
prolonged follow up

LV function —
unselected (mixture of
dysfunction or
normal): mean over
50% (from graph)

Exclusion criteria
None stated

Baseline
characteristics

Age: mean 59.3 (9.2)
years

Gender: Male: female
ratio 2.8:1

MI: 100%

Treatment not stated

Concomitant

Follow-
up

19
months
(568 +/-
341
days)

Outcome measures

Outcome 1

Sudden cardiac
death

Outcome 2

Heart failure deaths

Outcome 3
CV deaths

Effect sizes

Group E: n=5/349
Group C: n=6/372

group E: n=0/349
group C: n=3/372

group E: 5/349

Group C:=8/372

Comments

Source of
funding
Ministry of
Health

Limitations

Randomisatio
n, allocation
concealment
and power
calculations
not stated; no
placebo
group used
for controls;
some
outcomes not
given as
numbers of
patients and
not
calculable;
baseline LVEF
unclear
(shown
graphically
only) and no
SDs for
change scores
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Reference

Number of
patients

Study
type

Table 87: Yusuf 200053

Reference

Author

Yusuf S,
Sleight P,
Pogue J,
Bosch J,
Davies R,
Dagenais G.

Title

Effects of an
angiotensin-
converting-
enzyme
inhibitor,
ramipril, on

Study Number of

type patients

RCT N
Drop outs
Ramipril =
1511/4645
(32.5%)
Placebo =
1430/4652
(30.7%)

Analysis:
ITT

Patient
Characteristics
medications: all given
aspirin

Patient
Characteristics

Inclusion criteria

Men and women
who were at least 55
years old were
eligible for

the study if they had
a history of coronary
artery disease,
stroke,

peripheral vascular
disease, or diabetes
plus at least one
other cardiovascular
risk factor
(hypertension,

Intervention

Intervention

Ramipril. A

dose of 2.5 mg N=4652

once a day for
one week,

5 mg for the
next three
weeks, and
then 10 mg.

N=4645

Follow-
Comparison up

Follow-
Comparison up
Placebo Mean 5

years

Outcome measures

Outcome measures

Outcome 1

Composite
outcome for post
MI patients only.

CV death, M,
stroke

Effect sizes

Effect sizes

Estimate
Ramipril =
393/2410

Placebo =
519/2482

RR=0.78(0.69,0.88
)

Comments

Comments

Source of
funding
Funded by
the Medical
Research
Council of
Canada,
Hoechst—
Marion

Roussel,
AstraZeneca,
King
Pharmaceutic
als, Natural
Source
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Reference
cardiovascul
ar events in
high-risk
patients. The
Heart
Outcomes
Prevention
Evaluation
Study
Investigators

Journal

N EnglJ
Med. 2000
Jan
20;342(3):14
5-53.
Erratum in:
2000 May
4;342(18):13
76. N Engl )
Med 2000
Mar
9;342(10):74
8

Country:
CANADA

Randomisati
on:

Yes

Allocation
Concealmen

Study
type

Number of
patients

Patient
Characteristics
elevated total
cholesterol levels,
low high-density
lipoprotein
cholesterol levels,
cigarette smoking,
or documented
microalbuminuria).

Exclusion criteria
Patients were
excluded if

they had heart
failure, were known
to have a low
ejection fraction
(<0.40), were taking
an angiotensin-
converting—enzyme
inhibitor

or vitamin E, had
uncontrolled
hypertension or
overt nephropathy,
or had had a

myocardial infarction
or stroke within four

weeks

before the study
began.

Baseline
characteristics

Intervention

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
Vitamin E
Association
and Negma,
and the Heart
and Stroke
Foundation of
Ontario.

Dr. Yusuf was
supported by
a Senior
Scientist
Award of the
Medical
Research
Council of
Canada and a
Heart and
Stroke
Foundation of
Ontario

Research
Chair.
Limitations
Composite
outcome only
for post MI
subgroup.
Had to
estimate the
RR
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Reference
t:

Blinding:
Double blind

Power
Calculations:

The study
was
originally
designed to
follow
participants
fora

mean of 3.5
years.
However,
before the
end of this
period, the
steering
committee
(whose
members
were
unaware of
any of the
results)
recommend
ed increasing
the duration
of follow-up
to five years

Study
type

Number of
patients

Patient
Characteristics
RAMIPRIL (n=4645)
Age — yr 667
Blood pressure —

mm Hg
139+20/79+11

Heart rate —
beats/min 69+11
Body-mass index
2814

Female sex — no. (%)
1279 (27.5)

History of coronary
artery disease no.
(%)3691 (79.5)
Myocardial
infarction2410 (51.9)
Within «1 year452
(9.7)

Within >1 year1958
(42.2)

Stable angina
pectoris2544 (54.8)
Unstable angina
pectoris1179 (25.4)
CABG1192 (25.7)
PTCA853 (18.4)
Stroke or transient
ischemic attacks—
no. (%) 500 (10.8)
Peripheral vascular
disease— no. (%)t

Intervention

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
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Reference

to account
for the
impact of a
possible lag
before
treatment
had

its full effect.
Assuming an
event rate of
4 percent
per year for
five

years, we
calculated
that 9000
patients
would be
required for
the

study to
have 90
percent
power to
detecta 13.5
percent
reduction

in the
relative risk
with a two-
sided alpha
level of 0.05
and with

Study
type

Number of
patients

Patient
Characteristics
1966 (42.3)
Hypertension — no.
(%) 2212 (47.6)
Diabetes — no. (%)
1808 (38.9)
Documented
elevated total
cholesterol level —
no. (%) 3036 (65.4)
Documented low
HDL cholesterol level
— no. (%) 842 (18.1)
Current cigarette
smoking — no. (%)
645 (13.9)

Left ventricular
hypertrophy on
electrocardiography
— no. (%) 379 (8.2)
Microalbuminuria —
no. (%) 952 (20.5)

Intervention Comparison

PLACEBO (N=4652)
Age — yr 667
Blood pressure —

mm Hg
139+20/79+11

Heart rate —
beats/min 69+11

Body-mass index
28+4

Follow-
up

Outcome measures

Effect sizes

Comments
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Study Number of
Reference type patients
data
analyzed on
an intention-

to-treat basis

Patient
Characteristics

Female sex — no. (%)
1201 (25.8)

History of coronary
artery disease— no.
(%)3786 (81.4)
Myocardial
infarction: 2482
(53.4)

Within «1 year: 446
(9.6)

Within >1 year: 2036
(43.8)

Stable angina
pectoris: 2618 (56.3)
Unstable angina
pectoris: 1188 (25.5)
CABG: 1207 (25.9)
PTCA: 806 (17.3)
Stroke or transient
ischemic attacks —
no. (%) 513 (11.0)
Peripheral vascular
disease— no. (%)t
2085 (44.8)
Hypertension — no.
(%)2143 (46.1)
Diabetes — no.
(%)1769 (38.0)
Documented
elevated total

Intervention

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Patient
Characteristics
cholesterol level —
no. (%)3089 (66.4)
Documented low
HDL cholesterol level
— no. (%)881 (18.9)
Current cigarette
smoking — no. (%)
674 (14.5)

Left ventricular
hypertrophy on
electrocardiography
— no. (%) 406 (8.7)
Microalbuminuria —
no. (%) 1004 (21.6)

Concomitant
medications:
RAMIPRIL
Medications — no.
(%)

Beta-blockers: 1820
(39.2)

Aspirin or other
antiplatelet agents:
3497 (75.3)
Lipid-lowering
agents: 1318 (28.4)
Diuretics: 713 (15.3)

Calcium-channel
blockers: 2152 (46.3)

PLACEBO

Intervention

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
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Study

Reference type

Table 88: Yusuf 1992°

Study
type
Author RCT

The SOLVD
Investigators

Reference

Title

Effect of
Enalapril on
Mortality
and the
Developmen
t of Heart
Failure in
Asymptomat
ic Patients

Number of
patients

Number
of
patients

N=4228

Drop
outs
Enalapril
8%;
placebo
45%
Analysis:
ITT

Patient
Characteristics

Medications — no.
(%)

Beta-blockers 1853
(39.8)

Aspirin or other
antiplatelet agents:
3577 (76.9)
Lipid-lowering
agents: 1340 (28.8)
Diuretics: 706 (15.2)

Calcium-channel
blockers: 2228 (47.9)

Patient Characteristics

Past MI (80%)

EF <0.35

Inclusion criteria
Patients known to have
heart disease who had
ejection fractions of
0.35 or less and who
were not receiving
diuretics, digoxin, or
vasodilators for the
treatment of heart
failure were eligible for
the Prevention Trial.
Patients were allowed

Intervention

Intervention

Enalapril
n=2111 Initial
dose of 2x2.5
mg/d, which
was gradually
increased to
2x10 mg/d
twice daily
unless side
effects
developed.

Comparison

Comparison

Placebo
n=2117

Follow-
up

Follow-
up
37.4m
(14.6

62m)

Outcome measures

Outcome measures

Outcome 1
All-cause mortality

Outcome 2
CV mortality

Outcome 3
Reinfarction

Outcome 4
Stroke

Effect sizes

Effect sizes
Enalapril:
313/2111
Placebo: 334
/2117
Enalapril:
265/2111
Placebo: 298
/2117

Enalapril:
46/2111

Placebo: 52 /2117

Enalapril:
10/2111

Comments

Comments

Source of
funding

National
heart, Lunch
and Blood
institute and
Merck Sharp
and Dohme.
Limitations

Unclear when
the previous
MI patients
had their Ml
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Reference
with
Reduced Left
Ventricular
Ejection
Fractions

Journal

N Engl J Med
1992;
327:685-691
Country:
USA
Randomisati
on:

Yes, no
details
Allocation
Concealmen
t:

Not stated
Blinding:
Double-
blinding
Power
Calculations:
We
estimated
that a
sample of
4100
patients

Patient Characteristics Intervention Comparison
to receive diuretics for
hypertension, digoxin
for current or past atrial
fibrillation, or nitrates
for angina.

Patients who had no
evidence of overt heart
failure at the end of the
three-week run-in
period, during which
they were given
enalapril for the first
week and placebo for
the remainder, were
entered into the
Prevention Trial.

After randomization, the
patients were seen after
two weeks, six weeks,
and four months, and
every four months
thereafter.

Exclusion criteria
None provided

Baseline characteristics
ENALAPRIL n=2111
Age:59.1

EF:0.28

Outcome measures

Outcome 5

Hospitalization (for
CHF)

Outcome 6
Adverse events

Effect sizes

Placebo: 13/2117

Enalapril: 242
/2111

Placebo:
375/2117

Enalapril:
1604/2111
Placebo:
1524/2117
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Reference
followed for
an average
of three
years would
provide a 90
percent
power to
detect a 25
percent
reduction in
mortality.1,
6 The sample
size was
increased to
4600 in
order to
protect
against
unexpected|
y low event
rates or poor
compliance.

Study
type

Number
of
patients

Patient Characteristics Intervention
HR:74/6

Serum creatinine
(mg/dl):1.2

Males 88.5%

Race:

White 86.4%

Black 9.2%
Other:4.1%

NYHA functional class
1/11:66.3%:33.4%
History of:

MI:80.5%

Ischemic heart
disease:83.5%

Hypertension:36.8%
Diabetes:15.4%

At baseline:
Angina:33.8%
AF:3.9%

PLACEBO n=2117
Age:59.1

EF:0.28

HR:75.2

Serum creatinine
(mg/dl): 1.2
Males: 88.6%
Race:
White:86.5%

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number
of
patients

Patient Characteristics
Black: 9.7%
Other:3.4%

NYHA functional class
I/1l: 67.1%:32.7%
History of:

MI:79.4%

Ischemic heart
disease:82.9%

Hypertension:37.3%
Diabetes:15.1%

At baseline:
Angina:33.8

AF:4.0

Concomitant
medications:

ENAPRIL

Neither digoxin nor
diurectics:74.9%

Digoxin:11.7%
Diurectics:16.2%
Nitrates:30.6%

Antiarrhythmic
drugs:14.4%

BB:24.3%
CCB:35.6%
Anticoagulants:11.2%

Antiplatelet
agents:55.7%

Intervention

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number
of
patients

Patient Characteristics

Potassium
supplements:5.5%

PLACEBO

Neither digoxin nor
diurectics:72.3%

Digoxin:13.2%
Diuretics:17%
Nitrates:29.9%

Antiarrhythmic
drugs:15.7%

BB:23.7%

CCB:34.1%
Anticoagulants:12.3%
Antiplatelet
agents:52.7%
Potassium
supplements:6.4%

Intervention

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
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G.4.2

Initiation of ACE inhibitors

Table 89: Pfeffer 1997 (HEART)*"*

Reference

Author

Pfeffer MA,
Greaves SC,
Arnold JM,
Glynn RJ,
LaMotte FS,
Lee RT,
Menapace FJ
Jr, Rapaport
E, Ridker
PM, Rouleau
JL, Solomon
SD,
Hennekens
CH.

Title

Early versus
delayed
angiotensin-
converting
enzyme
inhibition
therapy in
acute
myocardial
infarction.

Study Number of
type patients

RCT N=236

Drop outs
Not stated.

Analysis:
ITT

Patient
characteristics

Acute MI < 24 hours;

Unselected LV
function

Inclusion criteria
Men and women
over the age of 21
years who had
experienced an Ml
within 24 hours were
considered to be
eligible.

Exclusion criteria
were relative
contraindications to
the use of an ACE
inhibitor, need of an
ACE inhibitor for
treatment of
congestive heart
failure, serum
creatinine level of

>2.5 mg/dL, presence

of a major
complication of
infarction that was

Intervention

Early initiation
(1-14 days) of
Ramipril full-
dose

N=117

The initial dose
1.25mg ramipril
and then 2.5mg
ramipril at 12
hours and
titrated in 24-
hour intervals
to a maximum
dose of
10mg/day.

Length

of

follow-
Comparison up

Late initiation 90 days
(14 to 90

days) of

Ramipril full

dose,

N=119

The late
initiation
group had
been receiving
Omg/day for
1-14 days as
the placebo
group, then
were titrated
to 10mg on
day 14.

Outcome measures

Outcome 1
All-cause mortality

Outcome 2
M

Outcome 3
Stroke

Outcome 4
Revascularisation7

Effect sizes

Early: 4/117
(3.41%)
Late: 6/119
(5.04%)
Early : 6/117
(5.13%)
Late: 8/119
(6.7%)

Early: 1/117
(0.85%)
Late: 1/119
(0.98%)
Early: 19/117
(16.24%)
Late: 10/119
(8.4%)

Comments

Source of
funding
Grant from
Hoechst
Marion
Roussel
(formerly
Hoechst
Roussel
Pharmaceutic
als, Inc) and
The Upjohn
Company.
Limitations

3 groups, but
only using
data from
2.Unclear
randomisatio
n method; no
power
calculation;
no details of
drop-outs.
Differences at
baseline for
diabetes with
the late
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Reference
The healing
and early
afterload
reducing

therapy trial.

Journal

Circulation.
1997 Jun
17;95(12):26
43-51.

Country:
USA

Randomisati
on:

Yes. Unclear
methods.
Assignment
was
accomplishe
d through
random
assignment
into one of 3
groups.
Randomisati
on was
stratified by
centre and

Study Number of
type patients

Patient
characteristics

not stabilized before
randomization (eg,
cardiogenic shock,
persistent ischemia,
or unstable rhythm),
systolic blood
pressure of <100 mm
Hg, or failure to
complete all pre-
randomization
evaluations within 24
hours from the onset
of chest pain.
Institutional review
board approval was
obtained, and all
patients provided
signed informed
consent before
randomization.

Baseline
characteristics

Placebo-High dose,
Low-Low dose, High-
High dose

Male, n 91 (77.8), 90
(77.6), 93 (78.2)
Mean age, y (SD)59.9
(12.7), 61.3 (11.8),
60.7 (13.3)

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
initiation
group having
lower
diabetes.
Statistical
analyses were
carried out on
baseline data
and the
authors state
that
demographics
were
comparable
but no further
statistical
details given.

Trial stopped
early because
results from
GISSI-3 and
ISIS-4 showed
substantial
portion of
lives are
saved within
the first
several days
of acute M.
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Reference
use of
reperfusion
therapy.

Allocation
Concealmen
t:
Randomisati
on was
carried out
by the data
coordinating
centre.
Blinding:
Double blind

Power
Calculations:

None given

Study Number of
type patients

Patient
characteristics
Current smoker, n 42
(35.9), 39 (33.6), 43
(36.1)

Diabetes, n 16 (13.7),
26 (22.4), 31 (26.1)
Hypertension, n

51 (43.6), 44 (37.9),
51 (42.9)

Prior MI, n 23 (19.8),
16 (13.8), 21 (17.7)
Killip class I, n 92
(79.3), 93 (80.2), 90
(75.6)

Concomitant
medications:
Medication

Thrombolytic 85
(72.7), 84 (72.4), 86
(72.3)

PTCA: 29 (24.8), 24
(20.7), 25 (21.0)
ASA: 110 (94.0), 107
(92.2), 105 (88.2)
Heparin: 108 (92.3),
105 (90.5), 110 (92.4)
B-Blocker: 79 (67.5),
88 (75.9), 75 (63.0)
Nitrate: 100 (85.5),

Intervention

Comparison

Length
of
follow-

up

Effect sizes
Outcome measures

Comments
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Reference

Study
type

Number of
patients

Table 90: Di Pasquale 1994A'°

Reference

Author

Di Pasquale
P, Paterna S,
Cannizzaro S,
Bucca V.

Title

Does
captopril
treatment
before
thrombolysis
in acute
myocardial
infarction
attenuate
reperfusion
damage?
Short-term
and long-

Study
type
RCT

Number of
patients

N=371
randomised
51 dropped
out as no
enzymatic
variations so
classified as
unstable
angina; 61
were
excluded as
they did not
fulfil the
reperfusion
criteria.

Number
studied:
N=259 total;

N=131in

Patient
characteristics

98 (84.5), 101 (84.9)
Calcium channel
blocker: 12 (10.3), 18
(15.5),12 (10.1)

Patient
characteristics

Patients with
acute myocardial
infarction - STEMI
<4 hours, unclear
LV function.

Inclusion criteria:

Had a first episode
of acute MiI; Killip
class I-ll;
acceptable
echocardiographic
window; admitted
within 4 hours of
onset of
symptoms (pain);
ST elevation of at
least Imm in the
peripheral leads
and 2mm in the

Intervention

Intervention

Captopril pre-
treatment
(6.25mg orally
as first dose at
least 15
minutes before
thrombolysis
and then every
8 hours for the
first 2 days,
from the third
to the sixth day
12.5mg ever 8
hours). The
captopril dose
was
subsequently
increased
depending on
blood pressure
change, to a

Length
of
follow-
Comparison up
Length
of
follow-
Comparison up
Late- Minimu
treatment m 6
group: months
6.25mg follow-
captopril as up
first dose 3
days after

thrombolysis;
the captopril
dose was
subsequently
increased as
pre-treatment

group.

Outcome measures

Outcome measures

Myocardial
revascularisation
(PTCA/CABG)

Effect sizes

Effect sizes

Pre-treatment:
44/131 (33.59%)

Late treatment:
43/128 (33.59%)

Comments

Comments

Source of
funding: no
details.

Limitations:
unclear
randomisati
on and
allocation
concealment
; No power
calculation;
single-
blinded

Notes: 107
patients (58
from pre-
treatment
group and
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Reference
term effects.

Journal

International
Journal of
Cardiology,
1994, 43; 43-
50.

Country:

Italy
Randomisatio
n: unclear, no
details.

Allocation
Concealment:
unclear, no
details.

Blinding:
single
blinded.

Power
Calculations:
No power
calculations
reported.

Number of
patients
pre-
treatment
group;

N= 128 late-
treatment
group.

23 died (11
in the pre-
treatment
group and
14 in the
late-
treatment
group).
Analysis: not
stated but
analysis
included all
patients
who were
left after
exclusions
for not
meeting
reperfusion
and those
classified as
unstable
angina.

Patient
characteristics
precordial leads,
involving more
than one lead
with concomitant
alterations of the
segmentary
kinetic in the
mono-2-
dimensional
echocardiograph
(M-2D echo)
(Aloka 720; Sonos
HP); blood
concentrations of
CK, CK-MB at the
basal sample
before
thrombolysis had
to be within
normal range.

Exclusion criteria:

Patients not
suitable for
thrombolysis; left
branch block (LBB)
on admission ECG,
cardiomyopathy,
or previous
episodes of heart
failure; not

Intervention
maximum of
25mg every 8
hours.

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
49 from late
treatment
group) also
received IV
metoprolol.
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Reference

Study
type

Number of
patients

Patient
characteristics
satisfying the
reperfusion
criteria; already
receiving ACE-
inhibitors.

Baseline
characteristics:

Pre-treatment
group:

Sex (M/F): 106/25
Age (years): 61+/-
2

Early VHA: 16
(12.2%)

Lown’s Class >2:
19 (14.5%)
Associated
therapy (BB): 58
(44.3%)

Late-treatment:
Sex (M/F): 102/26
Age (years): 59+/-
2

Early VHA: 50
(39%)

Lown’s Class >2:

Intervention

Comparison

Length
of
follow-

up

Effect sizes
Outcome measures

Comments
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Study
Reference type

Reference type

Reference RCT

Flather M,
Pipilis A,
Collins R,
Budaj A,
Hargreaves
A, Kolettis T,
Jacob A,
Millane T,
Fitzgerald L,
Cedro K, et
al.

Number of
patients

G.4.3 Titration of ACE inhibitors

Table 91: Flather 1994 1%°
Study

Number of
patients
N=370

Drop outs
unclear
Analysis: ITT

Patient
characteristics
34 (26.5%)
Associated

therapy (BB): 49
(38.3%)

Patient
Characteristics

Inclusion criteria

Suspected AMI
<36 hrs (3-way)
<24 hrs (2x2)
before
randomisation,
no clear
indications for or
contraindications
to nitrates.

Exclusion criteria
None stated

Baseline
characteristics

Intervention

Intervention
Captopril
Low:

3-way study
design

Initial =6.25mg

2hr=12.5mg/d
8-12hr =
37.5mg/d
12hr-28d =
37.5mg/d

Length

of

follow-
Comparison up

Follow-
Comparison up
Captopril In
High hospital
2x2
Initial
=6.25mg/d
2hr
=12.5mg/d
8-12hr =
25mg/d
12hr-28d
=100mg/d

Outcome measures

Outcome measures

Outcome 1
All-cause mortality

Outcome 2
Reinfarction

Outcome 3
Adverse events

Outcome 4
Hypotension

Outcome 5

Effect sizes

Effect sizes
Captopril L: 3/133
Captopril H:
21/237

Captopril L: 5/133
Captopril H: 9237

Captopril L:
29/133
Captopril H:
85/237
Captopril L:
20/133
Captopril H:
57/237

Captopril L: 0/133

Comments

Comments

Source of
funding

Bristol-Myers
Squibb,
Schwartz
harma, Astra
Pharmaceutic
als, Stuart
Pharmaceutic
als.

Limitations:

Two different
study
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Reference

Randomized
controlled
trial of oral
captopril, of
oral
isosorbide
mononitrate
and of
intravenous
magnesium
sulphate
started early
in acute
myocardial
infarction:
safety and
haemodyna
mic effects.
ISIS-4
(Fourth
International
Study of
Infarct
Survival)
Pilot Study
Investigators
Eur Heart J.
1994
May;15(5):6
08-19.

Country:
POLAND

Study
type

Number of
patients

Patient

Characteristics Intervention Comparison
3-way study

CAPTOPRIL LOW

n=133

Age:61%1

Female:22%

Prior M1:8%

Prior diabetes:7%

Prior
hypertension:20%

CAPTOPRIL HIGH
n=237
Age:5911
Female:23%
Prior MI:14%

Prior
diabetes:11%

Prior
hypertension:33%

Concomitant
medications:
Antiplatelets: 91-
98%

Fibrinolytic: 58-
90%

Oral BB: 40-48%
Antiarrhythmic:

Follow-
up

Outcome measures
Renal impairment
Outcome 6

SBP

Baseline- Day 7

Outcome 7
DBP
Baseline- Day 7

Effect sizes
Captopril H: 4/237
Captopril: L 125+2
vs. 118+1
Captopril H: 113+1
to 120+1
Captopril: L 76+1
vs. 721

Captopril H: 8211
to 7411

Comments
designs.
Combined
the results
from the two
studies for
the ACEi
group and
placebo
Unclear
which time
point
corresponds
to in-hospital
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Reference

Randomisati
on:

Yes, no
details
Allocation
Concealmen
t:

Central
randomisati
on, but no
details
Blinding:
Unclear,
likely to be
blinded
Power
Calculations

Yes,
estimated
that 800
patients
could be
randomised
during the 3
yrs of
recruitment,
and that this
should
provide
reasonable
estimates of

Study
type

Number of
patients

Patient
Characteristics

9-22%
Diurectic: 33-42%

Intervention

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
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Reference
the
incidence of
hypotenstio
n, and other
common
side effects
and of
compliance
to trial
treatment
needed for
planned
large-scale
mortality
trial

Reference

Author

Pfeffer MA,
Greaves SC,
Arnold JM,
Glynn RJ,
LaMotte FS,
Lee RT,
Menapace FJ
Jr, Rapaport
E, Ridker PM,
Rouleau JL,
Solomon SD,
Hennekens

Study
type

Study
type
RCT

Number of
patients

Table 92: Pfeffer 19971

Number of
patients

N=236

Drop outs
Not stated.

Analysis: ITT

Patient
Characteristics

Patient
Characteristics

Acute Ml

Unselected LV
function

Inclusion criteria

Men and women
over the age of 21
years who had
experienced an
MI within 24
hours were
considered to be

Intervention

Intervention
Ramipril.

Full-dose,
titrated from

1.25 to 10mg/d

in 24 hours
N=119

Comparison

Comparison

Ramipril
low:
0.625mg/d

Follow-
up

Follow-
up

1-14
days

Outcome measures

Outcome measures
Outcome 1
All-cause mortality
1-14 days

Outcome 2
Mi
1-14 days

Outcome 3
Stroke
1-14 days

Effect sizes

Effect sizes
Ramipril High:
3/119
Ramipril
Low:2/116

Ramipril HIGH:

.3/119
Ramipril
LOW:1/116

Ramipril HIGH:

0/119
Ramipril
LOW:1/116

Comments

Comments

Source of
funding
Grant from
Hoechst
Marion
Roussel
(formerly
Hoechst
Roussel
Pharmaceutic
als, Inc) and
The Upjohn
Company.
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Reference
CH.

Title

Early versus
delayed
angiotensin-
converting
enzyme
inhibition
therapy in
acute
myocardial
infarction.
The healing
and early
afterload
reducing

therapy trial.

Journal
Circulation.
1997 Jun
17;95(12):26
43-51.
Country:
USA

Randomisati
on:

Yes. Unclear
methods.
Assignment
was

Study
type

Number of
patients

Patient
Characteristics

eligible.

Exclusion criteria
were relative
contraindications
to the use of an
ACE inhibitor,
need of an ACE
inhibitor for
treatment of
congestive heart
failure, serum
creatinine level of
>2.5 mg/dL,
presence of a
major
complication of
infarction that
was not stabilized
before
randomization
(eg, cardiogenic
shock, persistent
ischemia, or
unstable rhythm),
systolic blood
pressure of <100
mm Hg, or failure
to complete all
prerandomization
evaluations
within 24 hours
from the onset of

Intervention

Comparison

Follow-
up

Outcome measures

Outcome 4

Hypotension 1-14
days

Outcome 5
Revasculari7sation
1-14days

Outcome 6

Reached target
dose 1-14 days

Effect sizes

Ramipril HIGH:

37/119
Ramipril
LOW:26/116

Ramipril HIGH:

15/119
Ramipril
LOW:10/116

Ramipril HIGH:

105/119
Ramipril
LOW:103/116

Comments
Limitations
Placebo data
was only
available for
the first 14
days.

Also 3 groups,
but only using
data from 2.
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Reference
accomplishe
d through
random
assignment
into one of 3
groups.
Randomisati
on was
stratified by
centre.

Allocation
Concealmen
t:

Unclear, not
stated.

Blinding:
Double blind
Power

Calculations:

None given

Patient
Characteristics
chest pain.
Institutional
review board
approval was
obtained, and all
patients provided
signed informed
consent before
randomization.

Baseline
characteristics
Placebo-High
dose, Low-Low
dose, High-High
dose
Male, n 91
(77.8), 90 (77.6),
93 (78.2)
Mean age, y (SD)
59.9
(12.7),61.3
(11.8), 60.7 (13.3)

Current smoker, n
42 (35.9), 39
(33.6), 43 (36.1)

Diabetes, n 16
(13.7), 26 (22.4),
31 (26.1)
Hypertension, n
51
(43.6), 44 (37.9),

Intervention Comparison Outcome measures
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Reference

Study
type

Number of
patients

Patient
Characteristics
51 (42.9)

Prior Ml, n 23
(19.8), 16 (13.8),
21 (17.7)

Killip class I, n 92
(79.3), 93 (80.2),
90 (75.6)
Concomitant
medications:
Medication

Thrombolytic 85
(72.7), 84 (72.4),
86 (72.3)

PTCA: 29 (24.8),
24 (20.7), 25
(21.0)

ASA: 110 (94.0),
107 (92.2), 105
(88.2)

Heparin: 108
(92.3), 105 (90.5),
110 (92.4)

B-Blocker: 79
(67.5), 88 (75.9),
75 (63.0)

Nitrate: 100
(85.5), 98 (84.5),
101 (84.9)
Calcium channel
blocker: 12 (10.3),
18 (15.5), 12

Intervention

Comparison

Follow-
up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

G.4.4 ACE inhibitors vs. ARBs

Patient
Characteristics

(10.1)

Table 93: De la Serra 200938, YUSUF ET AL 2008 93¢

Reference

Author

De La Serra
(2009)

Title

Main results
and clinical
interpretatio
ns from the
TRANSCEND
study.

Study
type
RCT

Number of
patients

N=5926

Drop outs

639
(21.6%)disco
ntinued in
the
telmisartan
group and
705 (23.7%)

Patient
Characteristics

Inclusion criteria

Established
coronary artery
disease,
peripheral artery
disease, stroke or
diabetes with
end-organ
damage;
intolerant to ACE

Intervention

Intervention

Telmisartan
80mg/day
N=2961

Comparison

Comparison

Placebo
N= 2965

Follow-
up

Length
of
follow-
up
Median
56
months

Outcome measures

Outcome measures

Outcome 1
All-cause mortality

Outcome 2

Cardiovascular
death

Effect sizes

Effect sizes
Telmisartan:
364/2961 (12.3%)

Placebo:
349/2965 (11.7%)

RR 1.05 (95% Cl
0.91to0 1.22)

P=0.491
Telmisartan:
227/2961 (7.7%)
Placebo:

Comments

Comments
Source of
funding

No details

Limitations

no details of
sequence
generation
method,

879D IDIN J0 d1epdn |eilied :uonuanald Alepuodas - ||A



98¢

sodlpuaaay

Reference
Journal

Journal of
Hypertensio
n, 2009, 27
(suppl. 2)

Country:
Spain
Randomisati
on: stratified
by hospital.

Allocation
Concealment
: trialists
were blinded
to allocation

Blinding:
Double
blinded.

Power
Calculations:
A sample
size of 6000
patients was
expected to
have 94%
power to
detect a HR

Study
type

Number of
patients
discontinued
in the
placebo
group,
p=0.055.

Analysis: ITT

Patient
Characteristics
INHIBITORSs
(definition - a
previous
discontinuation
duetoa
documented
intolerance)

Exclusion criteria

HF patients,
significant
primary valvular
or cardiac outflow
tract obstruction,
constrictive
pericarditis,
complex
congenital heart
disease,
unexplained
snycope, planned
cardiac surgery or
cardiac
revascularisation
within the
previous 3
months, SBP over
160mmHg, heart
transplantation,
subarachnoic
haemorrhage,

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Outcome 3

Myocardial
infarction

Outcome 4
Stroke

Effect sizes
223/2965 (7.5%)

RR 1.03 (95% Cl
0.85 to 1.24)

P=0.778
Telmisartan:
116/2961 (3.9%)
Placebo:
147/2965 (5%)
RR 0.79 (95% CI
0.62 to 1.01)
P=0.059
Telmisartan:
112/2961 (3.8%)

Placebo:
136/2965 (4.6%)

RR 0.83 (95% ClI
0.64 to 1.06)

P=0.136

Comments
allocation
concealment
or if outcome
assessor was
blinded.
There was no
power
calculation
and authors
state that no
difference
between
groups at
baseline, but
the patient
characteristic
s are not
detailed.

Other
outcomes:
the primary
endpoint was
a composite
of
cardiovascula
r death,
myocardial
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Reference
of 0.81 for
telmisartan
vs. placebo.

Lancet. 2008
Sep
27;372(9644
):1174-83.
Epub 2008
Aug 29.

Effects of the
angiotensin-
receptor
blocker
telmisartan
on
cardiovascul
ar events in
high-risk
patients
intolerant to
angiotensin-
converting
enzyme
inhibitors: a
randomised
controlled

Study
type

Number of
patients

Patient
Characteristics

significant renal
artery stenosis,
creatinine levels
above 265
micromol/L,
proteinuria, or
hepatic
dysfunction

Baseline
characteristics:

All patients
Mean (SD)

Age: 67 years
Female: 43%
Previous
cardiovascular
history:
Coronary heart
disease : 75%
Previous stroke or
transitory
ischemic attack:
22%

PAD: 11%
Hypertension:
76%

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Outcome 5

Hospitalisation for
heart failure

Outcome 6

Revascularisation
procedures

Outcome 7

Any cardiovascular
hospitalisation

Outcome 8
Renal abnormalities

Effect sizes

Telmisartan:
133/2961 (4.5%)

Placebo:
127/2965 (4.3%)

RR 1.05 (95% Cl
0.82 to 1.34)

P=0.694
Telmisartan:
349/2961 (11.8%)

Placebo:
390/2965 (13.1%)

RR 0.9 (95% CI
0.77 to 1.03)

P=0.133
Telmisartan:
894/2961 (30.3%)
Placebo:
980/2965 (33%)
RR 0.92 (95% ClI
0.85 to 0.99)
P=0.025

Telmisartan:41/29

54

Comments
infarction,
stroke or
hospitalisatio
n for heart
failure.

Notes:
Single-blind
run-in period
of 1 week
placebo
followed by 2
weeks of
telmisartan
treatment
(80mg)
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Reference
trial.

Telmisartan
Randomised
Assessment
Study in ACE
intolerant
subjects with
cardiovascul
ar disease
(TRANSCEND
)
Investigators
, Yusuf S, Teo
K, Anderson
C, Pogue J,
Dyal L,
Copland |,
Schumacher
H, Dagenais
G, Sleight P.

Study
type

Number of
patients

Patient
Characteristics

Diabetes: 36%

Intervention Comparison

Telmisartan
Mean (SD)

Age: 669+ 7.3
M/W:57:43
CAD:74.8%
MI:46.8%
Angina:47.8%
Medications:
Statin:55.7%
BB:59.3%
Aspirin:75%
Clopidogrel or
ticlopidine:10.8%
Antiplatelet:79.8
%
Diuretic:33.2%
CCB:39.9%

Placebo
Mean (SD)
Age: 66.9+7.4

1.1M/W: 43:57

CAD:74.3%
MI:45.8%
Angina:47.5%

Length
of
follow-

up

Outcome measures

Outcome 8

Hypotensive
symptoms

Effect sizes Comments

Placebo:13/2972

Telmisartan:29/29
54

Placebo:16/2972
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Reference

Study
type

Number of
patients

Table 94: Granger 200324

Reference

Effects of
candesartan
in patients
with chronic
heart failure
and reduced
left-
ventricular
systolic
function
intolerant to
angiotensin-
converting-

Study
type
RCT —
CHAR
M
Altern
ative

Number of
patients

N =1028

Drop
outs/Lost to
follow-up
Candesarta
n n=2
Placebo n=1

Analysis:
ITT

Patient
Characteristics

Medications:
Statin:54.7%
BB:57.2%
Aspirin:74.4%
Clopidogrel or

ticlopidine:10.6%
Antiplatelet:79%

Diuretic:32.8%
CCB:40.4%

Patient
Characteristics

Inclusion criteria

Patients aged 18
and older who
had symptomatic
HF (NYHA, Class
11-1V) of at least 4
weeks duration,
LV ejection
fraction 40% or
less and
intolerance to
ACE inhibitors.

Intervention

Candesartan,
n=1013

Comparison

Comparison

Placebo,
n=1015

Length
of
follow-

up

Length
of
follow-
up

33.7
months

Outcome measures

Outcome measures

Outcome 1

All-cause mortality

Outcome 2

Myocardial
infarction

Outcome 3
Stroke

Effect sizes

Effect sizes
Candesartan
n=265/1013
Placebo
n=296/1015

Candesartan
n=75/1013
Placebo
n=48/1015

Candesartan
n=36/1013
Placebo

Comments

Comments
Source of
funding
AstraZeneca,

Limitations
HF

Population,
not post Ml
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Reference
enzyme
inhibitors:
the CHARM-
Alternative
trial.

Granger CB,
McMurray JJ,
Yusuf

S, Held P,
Michelson
EL, Olofsson
B, Ostergren
J, Pfeffer
MA,
Swedberg K;
CHARM
Investigators
and
Committees.

Lancet. 2003
Sep
6;362(9386):
772-6.

Country:
Sweden
Randomisati

Patient
Characteristics

Baseline
characteristics

Candesartan
n=1013
Age:66.3111.0
M/W:68:32
Ethnic:
European:88%
Black:2.8%
NHYA Class:

1I: 48%

111:48%
1V:3.6%

HF cause:
Ischaemic:70%
Idiopathic:19%
Hypertensive:5.7
%

Medical
treatment:

Diuretic:85.3%
BB:54.6%
Calcium
antagonist:17.6%

Oral

Comparison

Outcome measures

Outcome 4
Revascularisation

Outcome 5
Readmissions

Outcome 6
AE hypotension

Outcome 7
Hyperkalemia

Outcome 8
Any adverse events

Effect sizes Comments
n=42/1015

Candesartan
n=49/1013
Placebo
n=50/1015

Candesartan
n=212/1013
Placebo

n=291/1015

Candesartan
n=37/1013
Placebo n=9/1015

Candesartan
n=19/1013
Placebo n=3/1015

Candesartan
n=218/1013
Placebo

n=196/1015
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Reference
on:
Randomly
assigned, the
assignment
code was
held by an
independent
centre and
the data
safety
monitoring
board.

Allocation
Concealment

Unclear

Blinding:
Double
blinded.

Power
Calculations:
The sample
size of 2000
patients was
designed to
provide 80%
power to

Study
type

Number of
patients

Patient
Characteristics

anticoagulant:31.

6%
Aspirin:57.1%
Other
antiplatelet
drug:5.9%
Lipid-lowering
drug:42.7%

Placebo

n=1015
Age:66.8+10.5
M/W:68:32
Ethnic:
European:89%
Black:4.4%
NHYA Class:
11:47.2%
111:49.2%
1IV:3.6%

HF cause:
Ischaemic:66.9%
Idiopathic:20.3%
Hypertensive:7.2
%

Medical
treatment:

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Number of
patients

Study
Reference type
detect an
18% relative
reduction in
primary
outcome,
assuming an
annual
placebo
event rate of
15%

Table 95: Kasanuki 2009 31°

Study Number of
Reference type patients
Author RCT N= 2049
Kasanuki et  (multi
al (2009) centr  prop outs
Title N 3in the
Angiotensin open- Candesarta

label)
Il receptor n-based
blocker- arm and 5
based vs in the non-
non- ARB arm
angiotensin lost to

Patient
Characteristics

Diuretic:66.3%
BB:54.5%
Calcium
antagonist:15.1%
Oral
anticoagulant:29.
5%

Aspirin:58.6%
Other
Antiplatelet
drug:5.5%
Lipid-lowering
drug:40.3%

Patient
Characteristics

Inclusion criteria

Targeted
hospitalised
patients with
CAD and
hypertension
between 20 and
80 years old;
coronary
angiography was

Intervention

Candesartan-
based treatment
arm (ARB) 4-
12mg/day
N=1024

Comparison

Comparison
Non-ARB-
based
treatment
arm

N=1025

Length
of
follow-

up

Length
of
follow-
up
Median
follow-
up
period
of 4.2
years
(IaR
3.5-4.9
years)

Outcome measures

Outcome measures

Outcome 1
Total deaths

Outcome 2

Cardiovascular
death

Effect sizes

Effect sizes
Candesartan:
69/1024 (6.7%)
Non-ARB:
59/1025 (5.8%)
HR (95% Cl): 1.18
(0.83-1.67)
P=0.358
Candesartan:
28/1024 (2.7%)
Non-ARB:

Comments

Comments

Source of
funding
Japan
Research
Promotion
Society for
Cardiovascula
r Diseases
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Reference

Il receptor
blocker-
based
therapy in
patients with
angiographic
ally
documented
coronary
artery
disease and
hypertension
: the Heart
Institute of
Japan
Candesartan
Randomised
Trial for
Evaluation in
Coronary
Artery
Disease (HIJ-
CREATE)
Journal
European
Heart
Journal
(2009), 30,
1203-1212.

Study
type

Number of
patients
follow-up; 8
in the
Candesarta
n-based
arm and 9
in the non-
ARB arm
did not
receive
allocated
therapy.

Analysis:
ITT

Patient
Characteristics
to be performed
for the diagnosis
of CAD when
patients enrolled;
patients with a
history of
revascularisation
procedures or
with coronary
spastic angina
documented by
acetylcholine
provocation test
were included
(even if no
apparent stenotic
lesion observed
on angiography
at enrolment)
Hypertension
was defined as
systolic b.p
>/=140mmHg,
diastolic b.p
>/=90mmHg or
history of having
received
treatment for
hypertension at
time of
enrolment.

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Outcome 3
Stroke

Outcome 4
PCI/CABG

Outcome 5
Non-fatal Mi

Outcome 6

Effect sizes
25/1025 (2.4%)

HR (95% Cl): 1.14
(0.66-1.95)
P=0.645

Candesartan:
45/1024 (4.4%)

Non-ARB:
49/1025 (4.8%)
HR (95% Cl): 0.92
(0.61to 1.37)
P=0.672
Candesartan:
256/1024 (25%)
Non-ARB:
271/1025 (26.4%)
HR (95% Cl): 0.93
(0.78-1.10)
P=0.414
Candesartan:
29/1024 (2.8%)

Non-ARB:
26/1025 (2.5%)
HR (95% Cl): 1.12
(0.66 to 1.88)
P=0.679

Candesartan:

Comments

Limitations:
open label
trial, although
study
endpoints
were blinded;
underpowere
d due to
event rate
being lower
than
expected
possibly due
to low dose
of
candesartan.

Other
outcomes:
Time to first
major
adverse
cardiac event
(MACE: a
composite of
cardiovascula
r death, non-
fatal
myocardial
infarction,
unstable
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Reference

Country:
Japan

Randomisati
on:
computer-
generated,
stratified,
permuted-
block
randomisatio
n code

Allocation
Concealment
:yes,
computer-
generated
code at an
independent
statistical
data centre

Blinding:
open-label
trial but
endpoint
blinded.
Power
Calculations:

Study
type

Number of
patients

Patient
Characteristics

Exclusion criteria

Patients with
secondary
hypertension;
patients with
acute myocardial
infarction within
the past week or
cerebrovascular
disorders within
the past week or
cerebrovascular
disorders within
the past 3
months; severe
aortic valve
stenosis;
obstructive
hypertrophic
cardiomyopathy;
serum creatinine
level >2.0mg/dL;
potassium
>5mmo/L; female
sex, of
childbearing
potential and not
using
contraception;
history of serious

Intervention

Comparison

Length
of
follow-

up

Outcome measures
All adverse events

Outcome 7
Hyperkalaemia

Outcome 6
Liver dysfunction

Effect sizes
798/1024 (77.9%)

Non-ARB:
808/1025 (78.8%)
P=0.621
Candesartan:
14/1024 (1.4%)
Non-ARB:
10/1025 (1.0%)
P=0.410
Candesartan:
51/1024 (5%)
Non-ARB:
40/1025 (3.9%)
P=0.236

Comments
angina, heart
failure, stroke
and other
cardiovasulca
r events
requiring
hospitalisatio
n).

879D IDIN J0 d1epdn |eilied :uonuanald Alepuodas - ||A



S6€

sodlpuaaay

Study Number of
Reference type patients

yes and
number
required
were
included in
study but
authors
point out
that the
study was
underpower
ed because
the actual
event rate
was much
lower than
the expected
rate, possibly
due to the
low dose of
candesartan.

Patient
Characteristics
or
hypersensitivity
reactions to
other
antihypertensive
agents; acute
liver disease or
hepatic
dysfunction
(hepatic
transaminases or
bilirubin >1.5 x
the upper limit of
normal); known
malignant
neoplasm; and
current condition
requiring ACE
inhibitors or
ARBs.

Acute Ml was
defined by the
presence of
typical clinical
symptoms,
electrocardiograp
hic findings, and
release of cardiac
enzymes.

Baseline

Intervention Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Patient

Characteristics Intervention Comparison

characteristics

Candesartan-
based therapy
Mean (SD)

Age 64.5 (9.4)
female 186
(18.2%)
Cerebrovascular
disease: 111
(10.8%)
Peripheral
vascular disease:
38 (3.7%)

Atrial fibrillation:
58 (5.7%)
Previous Ml: 406
(39.6%)
Medications at
discharge:
ACE-Is: 8 (0.8%)
Diuretics: 103
(10.1%)
Calcium-channel
blockers: 457
(44.6%)
Beta-blockers:
464 (45.3%)
NYHA functional

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Patient

Characteristics Intervention Comparison

class:

1: 801 (78.2%)

11: 185 (18.1%)
11: 19 (1.9%)

IV: 19 (1.9%)
Diagnosis: Acute
coronary
syndrome: 346
(33.8%)
Revascularisation
Percutaneous
coronary
intervention:852
(83.2%)

During enrolment
hospitalisation:
538 (52.5%)
Coronary artery
bypass grafting:
124 (12.1%)
During enrolment
hospitalisation:
35 (3.4%)

Standard therapy
Mean (SD)

Age 65 (8.9)
Female 219
(21.4%)

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Patient

Characteristics Intervention Comparison

Cerebrovascular
disease: 94
(9.2%)
Peripheral
vascular disease:
26 (2.5%)

Atrial fibrillation:
77 (7.5%)
Previous Ml: 373
(36.4%)
Medications at
discharge:
ACE-Is: 723
(70.5%)
Diuretics: 82 (8%)
Calcium-channel
blockers: 574
(56%)

Beta blockers:
506 (49.4%)
NYHA functional
class:

1: 826 (80.6%)

II: 155 (15.1%)
Il: 22 (2.1%)

IV: 22 (2.1%)
Diagnosis: Acute
coronary
syndrome: 378

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Table 96: Kondo 20033!8

Reference

Author
Kondo
(2003)

Title

Effects of
low-dose
angiotensin

Study
type
RCT

Number of
patients

N=406

Drop outs
9in
candesartan
had
administrati

Patient
Characteristics

(36.9%)
Revascularisation

Percutaneous
coronary
intervention: 844
(82.3%)

During enrolment
hospitalisation:
542 (52.9%)

Coronary artery
bypass grafting:
112 (10.9%)
During enrolment
hospitalisation:
31 (3.0%)

Patient
Characteristics

Inclusion criteria

Current
outpatients at
Ogaki Municipal
hospital; history
of coronary
intervention and
showed no

Intervention

Intervention

Low-dose
angiotensin Il
receptor blocker
candesartan

N=203

Comparison

Comparison

Control group

N=203

Length
of
follow-

up

Length
of
follow-
up
Mean
24
months

Outcome measures

Outcome measures

Outcome 1
Revascularisation

Outcome 2
Nonfatal Ml

Effect sizes

Effect sizes

Candesartan:
8/194
Control: 15/203

Candesartan:
2/194
Control: 1/203

Comments

Comments

Source of
funding

No details

Limitation
No details of
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Reference

Il receptor
blocker
candesartan
on
cardiovascul
ar events in
patients with
coronary
artery
disease.
Journal

Am Heart J,
2003, 146,
e20

Country:
Japan

Randomisati
on: authors
state that
randomisatio
n occurred
but no
further
details

Allocation
Concealment
: no details

Study
type

Number of
patients

on of
candesartan
discontinue
d due to
adverse
events
(dizziness
and
lightheaded
ness); 2
patients in
the control
group
relocated
but their
clinical
conditions
were
confirmed
by
telephone
interview.

Analysis: ITT
(although
the results
are
presented
with those
who were
discontinue

Patient
Characteristics
significant
coronary stenosis
on follow-up
angiography 6
months after
intervention.

Exclusion criteria
Patients with
congestive heart
failure (ejection
fraction <0.40) or
with malignancy;
patients receiving
dialysis
treatment.

Baseline
characteristics

Candesartan
Mean (SD)

Age 65 (9)

Male 150 (74%)
History of MI:
136 (67%)
History of
congestive heart

Intervention Comparison

Length
of
follow-

up

Outcome measures

Outcome 3

Cardiovascular
death

Outcome 4

All-cause mortality
(addition of
cardiovascular
death to non-
cardiovascular
death)

Outcome 5
Composite
outcome of
revascularisation,
nonfatal myocardial
infarction, or
cardiovascular
death

Effect sizes
Candesartan:
2/194

Control: 9/203

Candesartan:
4/194
Control: 11/203

Candesartan:
12/194

Control: 25/203

Comments
sequence
generation or
allocation
concealment.
Unblinded, no
placebo.
Relatively
small sample
size.
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Reference
Blinding: no
placebo
tablets
Power
Calculations:
no
calculation
given

Study
type

Number of
patients
din the
candesartan
group
missing)

Table 97: McMurray 2006378

Reference

McMurray J,
Solomon S,
Pieper K,
Reed S,
Rouleau J,
Velazquez E,
White H,
Howlett J,
Swedberg K,
Maggioni A,

Study
type
RCT

Number of
patients

N=14 703

Drop outs

Not
reported

Analysis:
ITT

Patient
Characteristics

failure: 6 (3%)

Placebo

Mean (SD)

Age 65 (10)
Male 157 (77%)
History of MlI:
143 (70%)
History of
congestive heart
failure: 3 (1%)

Patient
Characteristics

Inclusion criteria

Patients enrolled
between 12 hrs
and 10 days after
the onset of
acute Ml and to
have either left
ventricular
systolic
dysfunction;

Intervention

Intervention
Captopril
N=4909

Valsartan +
Captopril N=4885

Comparison

Comparison

Valsartan

N=4909

Length
of
follow-

up

Length
of
follow-
up

24.7
months

Outcome measures

Outcome measures

Outcome 1
CV death or Ml

Effect sizes

Effect sizes
Captopril (ACE
inhibitors) =
1132/4909

Valsartan (ARB) =
1102/4909

HR 0.97 95%ClI
0.89 to 1.05

Comments

Comments

Source of
funding
Novartis

Limitations
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Reference
Kgber L, Van
de Werf F,
Califf R,
Pfeffer M.

The effect of
Valsartan,
Captopril, or
both on
atheroscelro
tic events
after acute
myocardial
infarction:
An analysis
of the
Valsartan in
acute
myocardial
infarction
trial
(VALIANT)

Country:

Unclear

Randomisati
on:

Study
type

Number of
patients

Patient
Characteristics
clinical evidence
of heart failure;
or both

Exclusion criteria

Hypotension or
shock, renal
impairment,
ongoing clinical
instability, and
intolerance or
contraindication
to ACE inhibitors

Baseline
characteristics
Captopril

Age 64.9 yrs
(SD11.8), female
31.3%, systolic
122.8 (SD17.0)
mm Hg diastolic
72.4 (SD11.2)
mm Hg, Medical
history:
myocardial
infarction 27.2%,
diabetes mellitus
22.8%, CABG
7.0%, PCl 7.2%,
primary PCI

Intervention

Comparison

Length

of

follow-

up Outcome measures

Outcome 2

Myocardial
infarction (fatal)

Outcome 3

Hospititalisation for
angina

Outcome 4
Stroke

Effect sizes Comments

ACE inhibitors +
ARB = 1096/4885

ACE inhibitors +
ARB vs ACE
inhibitors

HR 0.96 95%Cl
0.89 to 1.05
Captopril (ACE
inhibitors) =
798/4909

Valsartan (ARB) =
796/4909

ACE inhibitors +
ARB = 756/4885

Captopril (ACE
inhibitors) =
1021/4909

Valsartan (ARB) =
998/4909

ACE inhibitors +
ARB = 1039/4885
Captopril (ACE
inhibitors) =
211/4909
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Reference
Not reported

Allocation
Concealmen
t:

Not reported

Blinding:
Not reported

Power
Calculations:

Not reported

Study
type

Number of
patients

Patient
Characteristics
14.6%,
Medication: ACE
inhibitors 38.5%,
ARBs 1.4%

Valsartan

Age 65.0 yrs
(SD11.8), female
31.5%, systolic
122.7
(SD16.8)mm Hg
diastolic 72.3
(SD11.3)mm Hg,
Medical history:
myocardial
infarction 28.4%,
diabetes mellitus
23.1%, CABG
7.2%, PCI 7.7%,
primary PCI
14.9%,
Medication: ACE
inhibitors 39.4%,
ARBs 1.1%

Valsartan and
Captopril

Age 64.6 yrs
(SD11.9), female
30.5%, systolic
122.5 (SD17.1)

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes Comments

Valsartan (ARB) =
180/4909

ACE inhibitors +
ARB = 183/4885
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Reference

Study
type

Number of
patients

Table 98: Montalescot 20093

Reference

Effect of
irbesartan
and enalapril
in non-ST
elevation
acute
coronary

Study
type
RCT

Number of
patients

N=429 (ITT)

Drop outs
Irbesartan
N=64
Enalapril
N=59

Patient
Characteristics

mm Hg diastolic
72.3 (SD11.4)mm
Hg, Medical
history:
myocardial
infarction 28.2%,
diabetes mellitus
23.5%, CABG
6.7%, PCl 6.9%,
primary PCI
14.9%,
Medication: ACE
inhibitors 40.8%,
ARBs 1.1%

Patient
Characteristics

Inclusion criteria

Adults aged 18
yrs or older who
were hospitalised
with ischemic
symptoms (last
episode within 48

Intervention

Intervention

Irbesartan
(300mg/d)
N=212

Comparison

Comparison

Enalapril
(20mg/d)
N=217

Length
of
follow-

up

Length
of
follow-

60 days

Outcome measures

Outcome measures

Outcome 1

Cardiovascular
death

Outcome 2
Hospitalisation for

Effect sizes

Effect sizes

Irbesartan (ARB) =
2/212

Enalapril (ACE
inhibitors) = 3/217

Irbesartan (ARB) =
8/212

Comments

Comments
Source of
funding

Sanofi Aventis
and Bristol-
Lyers Squibb

Limitations
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Study
Reference type
syndrome:
results of the
randomised,
double-blind
ARCHIPELAG
O study

Montalescot,
G., Drexler
H., Gallo, R.,
Pearson T.,
Thoenes M.,
and Bhatt
DL.

Eur Heart J,
2009, 30,
2733-2741

Country:

11 countries
(USA,
Canada,
Belgium, The
Netherlands,
Germany,
Italy,
Switzerland,
Spain,
Hungary, UK
and France)
Randomisati

Number of
patients

Analysis:
ITT

Patient
Characteristics
hrs before
randomisation
and at least one
of the following
characteristics of
non-ST-segment
elevation acute
coronary
syndrome
(NSTEACS):
electrocardiograp
hic (ECG) STor T
changes (ST
depression of
transient
elevation of at
least 1 mm or T-
wave changes in
at least two
leads) or positive
troponin test.

Exclusion criteria

Persistent ST-
segment
elevation on ECG,
coronary
angiography or
angioplasty
planned before

Intervention

Comparison

Length
of
follow-

up

Outcome measures

recurrent angina +
revascularisation

Outcome 3

Hospitalisation for
urgent
revascularization

Outcome 4
Mi

Outcome 5
Stroke

Effect sizes

Enalapril (ACE
inhibitors) = 7/217

Irbesartan (ARB) =
4/212

Enalapril (ACE
inhibitors) = 2/217

Irbesartan (ARB) =
9/212

Enalapril (ACE
inhibitors) = 5/217

Irbesartan (ARB) =
0/212

Enalapril (ACE
inhibitors) = 0/217

Comments
Patients were
treated either
late or early

8%79D JDIN J0 21epdn |einded :uoipuanald Alepuodas - [N



90v

sodlpuaaay

Reference
on:
No details

Allocation
Concealment

Central
randomised
system
(interactive
voice
response
system)
Blinding:
Double blind

Power
Calculations:

Sample size
of 216 in
each of the
two study
groups was
estimated as
sufficient to
provide 80%
power and a
two-sided
0.05
significance
level to
detect a
change on c-

Study
type

Number of
patients

Patient
Characteristics Intervention Comparison
baseline
sampling,
concomitant
cardiovascular or
renal disease,
serum potassium
> 5.5 mmol/L,
creatinine
clearance < 30
mL/min,
congestive heart
failure with New
York Heart
Association class
Il or IV
symptoms,
angioplasty,
surgery or
trauma within
the last 3
months, systolic
blood pressure <
100 mm Hg, fever
greater than 38
degrees
centigrade,
concomitant
infection, chronic
inflammatory
drug or steroid
use,
administration of

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference
reactive
protein

Study
type

Number of
patients

Patient
Characteristics
an ARB or ACE
inhibitors within
the previous 3
days, or any
investigational
drug within the
previous 30 days

Baseline
characteristics
Irbesartan (early)
Age 62.2 (SD11.5)
Male 76%,
diabetes 14.3%,
previous cardiac
intervention
18.1%, previous
Ml 14.3%

Isbesartan (late)
Age 60.9 (SD15)
Male 76%,
diabetes 13.1%,
previous cardiac
intervention
18.7%, previous
MI 15.9%

Enalapril (early)
Age 62.4 (SD11.5)

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Study
Reference type

Number of
patients

Table 99: ONTARGET 2008°”’

Study
Reference type

Author RCT

ONTARGET
Investigators
, Yusuf S, Teo
KK, Pogue J,
Dyal L,
Copland |,
Schumacher

Number of
patients

N= 25620

Drop outs

Study drug
was

discontinue
din24.5in

Patient
Characteristics

Male 67%,
diabetes 13.1%,
previous cardiac
intervention
12.1%, previous
MI 7.5%

Enalapril (late)
Age 60.9 (SD11.8)
Male 77%,
diabetes 12.7%,
previous cardiac
intervention 10%,
previous M| 9.1%

Patient
Characteristics

Inclusion criteria

Patients with
coronary,
peripheral or
cerebrovascular
disease or
diabetes with
end-organ

Intervention

Intervention
Ramipril
10mg/day
N= 8576

Comparison

Comparison

Telmisartan
80mg/day
N=8542

Combination
therapy

Length
of
follow-

up

Length
of
follow-
up
Median
follow-
up 56
months

Outcome measures

Outcome measures

Outcome 1
All-cause mortality

Effect sizes

Effect sizes
Ramipril:
1014/8576
(11.8%)
Telmisartan:
989/8542 (11.6%)
Combination
therapy:
1065/8502

Comments

Comments

Source of
funding

Grant from
Boehringer
Ingelheim,
AstraZeneca,
Sanofi-
Aventis,
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Reference
H, Dagenais
G, Sleight P,
Anderson C.
TitleTelmisar
tan,
Ramipril, or
both in
patients at
high risk for
vascular
events.

Journal

N. Engl. )
Med 358, 15,
1547-1559

Country:

UK, USA and
NZ

Randomisati
on:

Unclear
methods.

Stratified
according to
the site with
the use of
permuted
blocks

Study
type

Number of
patients
ramipril and
23% in
telmisartan.

Analysis:
ITT

Patient
Characteristics
damage. Patients
who could not
tolerate ACE
inhibitors were
randomly
assigned to
receive either
telmisartan or
placebo in a
parallel trial.

Baseline
characteristics

Ramipril
Mean (SD)
Age 66.4 (7.2)
Female
2331/8576
(27.2%)
Clinical history
n(%):
Coronary artery
disease:
6382(74.4%)

Myocardial
infarction: 4146
(48.3%)

Angina pectoris

Intervention

Comparison

(Ramipril and
Telmisartan)

N=8502

Length
of
follow-

up

Outcome measures

Outcome 2

Death from
cardiovascular
causes

Outcome 3
Revascularisation

Effect sizes
(12.5%)
Telmisartan vs.
Ramipril RR 0.98
(95% Cl 0.90-1.07)
Combination
therapy vs.
ramipril: RR 1.07
(95% Cl 0.98-1.16)

Ramipril:
603/8576 (7%)
Telmisartan:
598/8542 (7%)
Combination
therapy:
620/8502 (7.3%)

L.2Telmisartan vs.
Rampipril RR 1.00
(95% Cl1 0.89 to
1.12)

Combination
therapy vs.
ramipril RR 1.04
(95% Cl1 0.93-1.17)
Ramipril:
1269/8576
(14.8%)
Telmisartan: 1290
/8542 (15.1%)
Combination
therapy:

Comments
Servier,
Bristo-Myers
Squibb, and
GlaxoSMithKli
ne.

Limitations

Other
outcomes:
Composite of
death from
cardiovascula
r causes,
myocardial
infarction, or
stroke or
hospitalisatio
n for heart
failure; death
from
cardiovascula
r cause,
myocardial
infarction or
stroke

Notes:
There was a
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Reference
through a
central
automated
telephone
service
Allocation
Concealment

Yes.
Randomised
using a 24 hr
service
computerize
d voice-
activated
telephone
calltoa
central
office.

Blinding:
double-
blinded

Power
Calculations:
yes. Original
sample size
of 7800
patients

Study
type

Number of
patients

Patient
Characteristics
stable: 3039
(35.4)

Angina pectoris
unstable: 1257
(14.7%)

Stroke or
transient
ischemic attacks:
1805 (21%)
PAD: 1136
(13.2%)
Hypertension:
5918 (69%)
Diabetes: 3146
(36.7%)

Left ventricular
hypertrophy:
1085 (12.7%)
Microalbuminuri
a:929 (13.1%)
Previous
procedures:

Coronary-artery
bypass grafting:
1862 (21.7%)
Percutaneous
transluminal
coronary
angioplasty: 2527
(29.5%)

Intervention

Comparison

Length

of

follow-

up Outcome measures

Outcome 4
Stroke

Outcome 5
Renal impairment

Effect sizes Comments
1303/8502 single-blind
(15.3%) run-in period

Telmisartan vs.
Ramipril RR 1.03
(95% Cl 0.95-1.11)
Combination
therapy vs
Ramipril RR 1.04
(95% Cl1 0.97 to
1.13)

Ramipril:
405/8576 (4.7%)
Telmisartan:
369/8542 (4.3%)
Combination
therapy:
373/8502 (4.4%)
Telmisartan vs
Ramipril RR 0.91
(95% C1 0.79 to
1.05)
Combination
therapy vs
Ramipril RR 0.93
(95% C1 0.81 to
1.07)

Ramipril: 871
/8576 (10.2%)

Telmisartan:
906/8542 (10.6%)
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Reference
were
followed for
a mean of
4.5yrs. this
provided a
power of
89% for a HR
of 1.00.

With a 3000
patients per
group, a 94%
power will
be achieved.

Study
type

Number of
patients

Patient
Characteristics

Telmisartan
Mean (SD)

Age 66.4 (7.1)
Female
2250/8542
(26.3%)

Clinical history
n(%):

Coronary artery
disease: 6367
(74.5%)
Myocardial
infarction: 4214
(49.3%)

Angina pectoris
stable: 2958
(34.6%)

Angina pectoris
unstable: 1296
(15.2%)

Stroke or
transient

ischemic attacks:

1758 (20.6%)
PAD: 1161
(13.6%)
Hypertension:
5862 (68.6%)

Intervention

Length
of
follow-

Comparison up Outcome measures

Outcome 6

Renal failure
requiring dialysis

Outcome 7

Myocardial
infarction

Effect sizes Comments

Combination
therapy:
1148/8502
(13.5%)
Telmisartan vs
Ramipril RR 1.04
(95% Cl 0.96-
1.14);

Combination
Therapy vs
Ramipril RR 1.33
(95% Cl 1.22-1.44)

Ramipril: 48/8576
(0.6%)
Telmisartan:
52/8542 (0.6%)
Combination
therapy: 65/8502
(0.8%)
Telmisartan vs
Ramipril RR 1.09
(95% C1 0.74 to
1.61);
Combination
therapy vs
Ramipril RR 1.37
(95% Cl 0.94-1.98)

Ramipril:
413/8576 (4.8%)
Telmisartan:
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Reference

Study
type

Number of
patients

Patient
Characteristics

Diabetes: 3246
(38%)

Left ventricular
hypertrophy:
1120 (13.1%)
Microalbuminuri
a: 923 (13.2%)
Previous
procedures:
Coronary-artery
bypass grafting:
1920 (22.5%)
Percutaneous
transluminal
coronary
angioplasty: 2476
(29%)

Combination
therapy

Mean (SD)
Age 66.5 (7.3)
Female
2250/8502
(26.5%)
Clinical history
n(%):
Coronary artery
disease: 6353
(74.7%)

Intervention

Length
of
follow-

Comparison up Outcome measures

Outcome 8

Hospitalisation for
heart failure

Effect sizes Comments

440/8542 (5.2%)
Combination
therapy:
438/8502 (5.2%)
Telmisartan vs
Ramipril: RR 1.07
(95% C1 0.94 to
1.22)
Combination
therapy vs
Ramipril: RR 1.08
(95% Cl1 0.94 to
1.23)

Ramipril:
354/8576 (4.1%)
Telmisartan:
394/8542 (4.6%)
Combination
therapy:
332/8502 (3.9%)
Telmisartan vs
Ramipril: RR 1.12
(95% C1 0.97 to
1.29);
Combination
therapy vs
Ramipril: 0.95
(0.82 to 1.10)
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Reference

Study
type

Number of
patients

Patient
Characteristics

Myocardial
infarction: 4189
(49.3%)

Angina pectoris
stable: 2960
(34.8%)

Angina pectoris
unstable: 1264
(14.9%)

Stroke or
transient

ischemic attacks:

1779 (20.9%)
PAD: 1171
(13.8%)
Hypertension:
5827 (68.5%)
Diabetes: 3220
(37.9%)

Left ventricular
hypertrophy:
1082 (12.7%)
Microalbuminuri
a: 929 (13.3%)
Previous
procedures:
Coronary-artery
bypass grafting:
1893 (22.3%)
Percutaneous

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments

879D IDIN JO a1epdn |eilied :uoiuanald Alepuodas - A



viv

sodlpuaaay

Reference

Study
type

Number of
patients

Table 100: Pfeffer 2003473

Reference

Author

Pfeffer MA.,
McMurrary
V.,
Velzquez
MD., JL
Rouleau,
Kober L., et
al

Title

Valsartan,
Captopril, or
both in
lyocardial
infarction
complicated

Study
type
RCT

Number of
patients

N=14 808
(enrolled)
N=105
censored
(before
unblinding)

Included
N=14 703

Drop outs

Study
medication
was not
administere
d to N=77.
24 in
valsartan,
30in

Patient
Characteristics
transluminal
coronary
angioplasty: 2434
(28.6%)

Patient
Characteristics

Inclusion criteria
Men and women
18 yrs or older
who had acute
MI (between 0.5
and 10 days
previously) that
was complicated
by clinical or
radiologic signs
of heart failure,
evidence of left
ventricular
systolic
dysfunction (an
ejection fraction
of <0.35 on
echocardiograph
y or contract

Intervention

Intervention

1.1.3Valsartan

N= 4909
(160mg 2x/d)

Vs Captopril
(50mg 3x/d)

Valsartan and
captopril
N=4885

Comparison

Comparison
Captopril
N=4909

Length
of
follow-

up

Length
of
follow-

up

Median
24.7
mths

Outcome measures

Outcome measures

Outcome 1

All-cause mortality

Outcome 2

Effect sizes

Effect sizes

Val (ARB) =
979/4909

Cap (ACE
inhibitors) =
958/4909

HR 1.00 (97.5%
0.90 to 1.00)

Val + Cap =
941/4885
Cap (ACE
inhibitors) =
958/4909

HR 0.98 (97.5%
0.89 to 1.09)

Val = 827/4909

Comments

Comments
Source of
funding

Novartis
Pharmaceutic
als

Limitations
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Reference
by heart
failure, left
ventricular
dysfunction,
or both

Journal

N EngJ of
Medicine,
2003,
November
13, 349 (20)
p1893-906

Country:
23 countries

Randomisati
on:

No details

Allocation
Concealment
:an
automated,
interactive
voice-
response
system

Study
type

Number of
patients
captopril,
23 in dual-
therapy.

Vital status
of N=139
patients
unavailable

Analysis:
ITT

Per-
protocol for
noninferiori
ty
assessment

Patient
Characteristics
angiography and
< on radio-
nuclide
ventriculography)
, or both, as
defined in the
three trials we
used as reference
studies, were
eligible. Inclusion
criteria included
systolic blood
pressure higher
than 100 mm Hg
and a serum
creatinine
concentration of
less than 2.5 mg
per decilitre.
Patients were
permitted to
have received an
ACE inhibitor or
angiontensin-
receptor blocker
up to 12 hrs
before
randomisation

Inclusion from

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Death from
cardiovascular
events

Outcome 3

Hospitalisation for
myocardial
infarction and heart
failure

Outcome 4

Any adverse event
(resulting in
permanent
discontinuation of
study treatment)

Effect sizes

Cap = 830/4909
HR 0.98 (0.87 to
1.09)

Val + Cap =
827/4885

Cap = 830/4909
HR 1.00 (0.89 to
1.11)

Val =919/4909
patients

1447
hospitalisations

Cap =945/4909
1437
hospitalisations

Val + Cap =
834/4885
Val = 282/4885

Cap =375/4879

Val + Cap =
438/4862

Comments
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Reference

Blinding:
Double blind

Power
Calculations:

Trial
designed to
enrol approx
14,500
participants,
with follow-
up
continuing
until at least
2700 deaths
had
occurred,
providing a
power of 86
to 95% to
detect a
reduction of
15.0to
17.5% in the
risk of death
from any
cause.
Numbers
achieved

Study Number of
type patients

Patient
Characteristics

Exclusion criteria
Intolerance or
contraindication
to an ACE
inhibitor or
angiotensin-
receptor blocker,
clinically
significant
valvular disease
and limited life
expectancy

Baseline
characteristics

Valsartan

Age 65 (SD11.8)
yrs

Female sex 31.5%

BP mm Hg
systolic 122.7
(SD16.8)

Diastolic 72.3
(SD11.3)
LVEF % 35.3
(SD10.4)

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Outcome 5
Renal causes

Outcome 6
Hyperkalemia

Effect sizes Comments

Val = 53/4885
Cap = 40/4879
Val + Cap =
61/4862

Val = 7/4885

Cap = 4/4879

Val + Cap =
12/4862
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Reference

Study
type

Number of
patients

Patient
Characteristics
Killip class no %

1 26.5%

1149.2%

11117.9%

IV 6.4%

Medical history
MI 28.4%
Diabetes mellitus
23.1%
Coronary-artery
bypass grafting
7.2%
Percutaneous
coronary
intervention 7.7%
Medication

ACE 39.4%
Angiotensin-
receptor blockers
1.1%

Beta blockers
70.6%

Aspirin 91.3%

Valsartan and
Captopril

Age 64.6 (SD11.9)
yrs

Female sex 30.5%

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Patient
Characteristics Intervention Comparison
BP mm Hg
systolic 122.5
(SD17.1)

Diastolic 72.3
(SD11.4)

LVEF % 35.3
(sD10.3)

Killip class no %

1 28.4%

1147.9%

1'17.3%

IV 6.4%

Medical history
Ml 28.2%
Diabetes mellitus
23.5%
Coronary-artery
bypass grafting
6.7%
Percutaneous
coronary
intervention 6.9%
Medication

ACE 40.8%
Angiotensin-
receptor blockers
1.1%

Beta blockers
70.4%

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Patient
Characteristics

Aspirin 91.1%

Captopril

Age 64.9 (SD11.8)
yrs

Female sex 31.3%

BP mm Hg
systolic 122.8
(SD17.0)

Diastolic 72.4
(SD11.2)

LVEF % 35.3
(SD10.4)

Killip class no %
1 29.1%
1148.0%

111 16.6%

IV 6.3%
Medical history
Ml 27.2%

Diabetes mellitus
22.8%

Coronary-artery
bypass grafting
7.0%
Percutaneous
coronary
intervention 7.2%

Medication

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Study
Reference type

Number of
patients

Table 101: Rangoonwala 2010 %

Study
Reference type

Title RCT

Is
Telmisartan
clinically
equivalent or
more
effective
than
Ramipril?
Results of
the
ONTARGET
study

Country:
Unclear

Number of
patients

N=25 620

Drop outs
Ramipril
N=2029
Telmisartan
N=1796
Rampril +
Telmisartan
N=1929
both drugs

N=566 one
drug

Analysis:

Patient
Characteristics

ACE 38.5%

Angiotensin-
receptor blockers
1.4%

Beta blockers
70.1%

Aspirin 91.4%

Patient
Characteristics

Inclusion criteria
High risk patients
presenting with
cardiovascular
diseases and in
patients with
diabetes, but no
evidence of heart
failure

Exclusion criteria

Patients with
coronary,
peripheral or
cerebrovascular
disease or

Intervention

Intervention

Telmisartan
(80mg/d)
N=8542

Telmisartan +
Ramipril N=8502

Comparison

Comparison
Ramipril
(10mg/d)
N=8576

Length

of

follow-

up Outcome measures

Length

of

follow-

up Outcome measures

Average Outcome 1

56 All-cause mortality
months

Effect sizes Comments
Effect sizes Comments
Telmisartan (ARB)  Source of
=989/8542 funding
None
Ramipril (ACE reported
inhibitors)
=1014/8576 Limitations

ACE inhibitors vs.
ARB

RR 0.98; 95%Cl
0.90 to 1.07

ACE inhibitors +
ARB no data
provided

Vs. ACE inhibitors
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Reference
Randomisati
on:

Not reported

Allocation
Concealment

Not reported
Blinding:
Double blind

Power
Calculations:

None

Study Number of
type patients

Unclear

Patient
Characteristics
diabetes with
end-organ
damage. Patients
who could not
tolerate ACE
inhibitors were
randomly
assigned to
receive either
telmisartan or
placeboin a
parallel trial.

Baseline
characteristics

Mean age 66 yrs,
female 27%, 85%
cardiovascular
disease, 69%
hypertension,
38% diabetes,
anti-platelet
therapy 80.9%,
beta-blockers
56.9% and
diuretics 28.0%

Intervention

Length
of
follow-

Comparison up Outcome measures

Outcome 2
Renal dysfunction

Outcome 3

Serum potassium >
5.5 mmol/litre

Effect sizes Comments

RR 1.07 95%ClI
0.98to0 1.16

Telmisartan (ARB)
=906 /8542

Ramipril (ACE
inhibitors)
=871/8576

ARB + ACE
inhibitors =
1148/8502

Telmisartan (ARB)
=287/8542

Ramipril (ACE
inhibitors)
=283/8576

ARB + ACE
inhibitors =
480/8502
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Table 102: Suzuki 2009°%*

Reference

Author
Suzuki H.,
Geshi E.,
Nanjyo S.,
Nakano H.,
Yamazaki J.,
Sato N. et al

Title
Inhibitory
effect of
Valsartan
against
progression
of left
ventricular
dysfunction
after
myocardial
infarction-T-
Venture
study

Journal

Circ J, 2009,
73,918-924

Country:

Study
type
RCT
Study
type
RCT
Study
type
RCT
Study
type
RCT

Number of
patients

N=256

Drop outs
Reperfusion
interventio
n> 24 hrs
post MlI
Valsartan
8/128

ACE
inhibitors
7/128

N=241 (ITT
population)

Due to
adverse
events
Valsartan
3/120
ACE
inhibitors
8/121
Analysis:

Patient
Characteristics

Inclusion criteria
All men and
women
presenting with
their first episode
of acute MI. The
enrolled patients
were successfully
treated by
coronary
intervention
within 24 hrs. of
onset of acute
M.

Exclusion criteria

Presence of
cardiogenic
shock,
haemodynamic
ally significant
valvular diseases
and/or clinically
significant
hematologic or
hepatic
disorders.
Patients with

Intervention
Valsartan (max
160mg/d)
N=120

Prescribed one of
a number of
valsartan drugs

Comparison

ACE inhibitors
(max dose)

N=121

Prescribed
one of a
number of
ACE inhibitors
drugs

Length
of
follow-
up
6 mths
post Ml

Outcome measures

Outcome 1
Death

Outcome 2
Non-fatal Ml

Outcome 3
Revascularisation

Outcome 4

Hospitalisation for
heart failure

Outcome 5
Adverse events

Outcome 6

Effect sizes
Val (ARB) = 0/120

ACE inhibitors =
1/121

Val =1/120

ACE inhibitors =
1/121

Val =9/120

ACE inhibitors =
11/121

Val =3/120

ACE inhibitors =
4/121

Val =4/120

ACE inhibitors =
15/121

Val = 0/120

Comments

Source of
funding

Limitations

Seven types
of ACE
inhibitors
were
administered
in randomly
enrolled
patients in
the ACE
inhibitors
group.
Possible
differences in
the efficacy of
the ACE
inhibitors
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Reference
Japan
Randomisati
on:

No details

Allocation
Concealment

No details
Blinding:
No details

Power
Calculations:
None
Reference
Inhibitory
effect of
Valsartan
against
progression
of left
ventricular
dysfunction
after
myocardial
infarction-T-
Venture
study

Number of
patients
Number of
patients
N=256

Drop outs
Reperfusion
interventio
n> 24 hrs
post MlI
Valsartan
8/128

ACE
inhibitors
7/128

N=241 (ITT
population)

Due to
adverse
events
Valsartan
3/120
ACE
inhibitors
8/121
Analysis:

Patient
Characteristics
systolic BP less
than 100 mm Hg
or serum
creatinine
concentration of
more than 3.0
mg/d| were also
excluded

Baseline
characteristics

Valsartan

Age 63.0
(SEM1.0) yrs

Male/female
101/19

Stent 90.8%

Diabetes mellitus
34.2%

ACE inhibitors

Age 62.9
(SEM1.0) yrs

Male/female
99/22

Stent 87.6%

Diabetes mellitus
33.9%

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Renal dysfunction

Outcome 7
Hyperkalemia

Outcome 8
Hypotension

Effect sizes

ACE inhibitors =
1/121

Val =0/120

ACE inhibitors =
1/121

Val =2/120

ACE inhibitors =
1/121

Comments
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Reference
Country:
Japan
Randomisati
on:

No details

Allocation
Concealment

No details
Blinding:
No details

Power
Calculations:

None
Reference

Inhibitory
effect of
Valsartan
against
progression
of left
ventricular
dysfunction
after
myocardial
infarction-T-
Venture
study

Number of
patients
Number of
patients
N=256

Drop outs
Reperfusion
interventio
n> 24 hrs
post MlI
Valsartan
8/128

ACE
inhibitors
7/128

N=241 (ITT
population)

Due to
adverse
events
Valsartan
3/120
ACE
inhibitors
8/121
Analysis:

Patient
Characteristics

Inclusion criteria

All mean and
women
presenting with
their first episode
of acute MI. The
enrolled patients
were successfully
treated by
coronary
intervention
within 24 hrs of
onset of acute
M.

Exclusion criteria
Presence of
cardiogenic
shock,
hemodynamic
ally significant
valvular diseases
and/or clinically
significant
hematologic or
hepatic
disorders.
Patients with
systolic BP less
than 100 mm Hg

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Suzuki H.,
Geshi E.,
Nanjyo S.,
Nakano H.,
Yamazaki J.,
Sato N. et al

Circ J, 2009,
73,918-924

Country:
Japan
Randomisati
on:

No details

Allocation
Concealment

No details
Blinding:
No details
Power
Calculations:
None
Reference
Inhibitory
effect of
Valsartan
against

Study
type

Number of
patients
Number of
patients
N=256

Drop outs
Reperfusion
interventio
n> 24 hrs
post MlI
Valsartan
8/128

ACE
inhibitors
7/128

N=241 (ITT
population)

Due to
adverse
events
Valsartan
3/120
ACE
inhibitors
8/121
Analysis:

Patient
Characteristics
or serum
creatinine
concentration of
more than 3.0
mg/d| were also
excluded

Baseline
characteristics

Valsartan

Age 63.0
(SEM1.0) yrs

Male/female
101/19

Stent 90.8%

Diabetes mellitus
34.2%

ACE inhibitors

Age 62.9
(SEM1.0) yrs

Male/female
99/22

Stent 87.6%

Diabetes mellitus
33.9%

Patient
Characteristics

Inclusion criteria

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference
progression
of left
ventricular
dysfunction
after
myocardial
infarction-T-
Venture
study

Suzuki H.,
Geshi E.,
Nanjyo S.,
Nakano H.,
Yamazaki J.,
Sato N. et al

Circ J, 2009,
73,918-924

Country:
Japan
Randomisati
on:

No details

Allocation
Concealment

No details
Blinding:

Study
type

Number of
patients

Patient
Characteristics

All mean and
women
presenting with
their first episode
of acute MI. The
enrolled patients
were successfully
treated by
coronary
intervention
within 24 hrs of
onset of acute
M.

Exclusion criteria

Presence of
cardiogenic
shock,
hemodynamic
ally significant
valvular diseases
and/or clinically
significant
hematologic or
hepatic
disorders.
Patients with
systolic BP less
than 100 mm Hg
or serum

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Study Number of
Reference type patients

No details

Power
Calculations:

None

Patient
Characteristics

creatinine
concentration of
more than 3.0
mg/d| were also
excluded

Baseline
characteristics

Valsartan

Age 63.0
(SEM1.0) yrs

Male/female
101/19

Stent 90.8%

Diabetes mellitus
34.2%

ACE inhibitors

Age 62.9
(SEM1.0) yrs

Male/female
99/22

Stent 87.6%

Diabetes mellitus
33.9%

Patient
Characteristics

Inclusion criteria
All mean and

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Patient
Characteristics
women
presenting with
their first episode
of acute MI. The
enrolled patients
were successfully
treated by
coronary
intervention
within 24 hrs of
onset of acute
MI.

Exclusion criteria

Presence of
cardiogenic
shock,
hemodynamically
significant
valvular diseases
and/or clinically
significant
hematologic or
hepatic
disorders.
Patients with
systolic BP less
than 100 mm Hg
or serum
creatinine
concentration of

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

Study
type

Number of
patients

Patient
Characteristics

more than 3.0
mg/dl were also
excluded

Baseline
characteristics

Valsartan

Age 63.0
(SEM1.0) yrs

Male/female
101/19

Stent 90.8%

Diabetes mellitus
34.2%

ACE inhibitors

Age 62.9
(SEM1.0) yrs

Male/female
99/22

Stent 87.6%

Diabetes mellitus
33.9%

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Table 103: Yano 2012 %

Number of
patients

N=160

Study
Reference type

Author RCT
Yano H, Hibi

K, Nozawa N, No.
Ozaki H,
Kusama |,
Ebina T,
Kosuge M,
Tsukahara K,
Okuda J,
Morita S,
Umemura S,
Kimura K.

patients
withdrew/I
ost to
follow-up

N=28, 17%

Analysis:
ITT

Title

Effects of
valsartan, an
angiotensin
Il receptor
blocker, on
coronary
atherosclero
sisin
patients with
acute
myocardial
infarction
who receive
an
angiotensin-
converting

Patient
Characteristics

Inclusion criteria:

Men and women
with acute M
aged 20-79 years
and were
admitted within
24 hr from onset
of symptoms. All
patients had
successfully
undergone
percutaneous
coronary

intervention (PCl)

of culprit lesions.

Exclusion
criteria: history
of intolerance or
contraindication
to ACEi or ARBs,
valvular disease
and any other
disease expected
to seriously
compromise life
expectancy or
cardiogenic
shock.

Intervention
ACE inhibitor
(Captopril,
3x25mg/d)
(n=81

Comparison

ARB
(2x40mg/d) +
ACE

(Captopril
3x25 mg/d)
inhibitor n=79

Length
of
follow-

up
7
months

Outcome measures
Outcome 1

Cardiac mortality
Outcome 2
Reinfarction
Outcome 3
Revascularisation

Outcome 4
Adverse events

Effect sizes
ACEi =0/81
ARB+ACEi=0/79
ACEi =0/81
ARB+ACEi=0/79
ACEi =12/81
ARB+ACEi=8/79

ACEi =12/79
ARB+ACEi=16/81

Comments

Limitations:
Short follow-
up

High dropout
in
combination
group.
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Study Number of
Reference type patients
enzyme
inhibitor.

Journal
Circ J.
2012;76(6):1
442-51

Randomisati
on:

Yes, but no
details. They
said by a
sealed
envelope but
no details, so
risk of bias.

Allocation
concealment
: Unclear

Blinding:
No, open
label

Power
calculations:

Patient
Characteristics

ACEi n=58
Age: 61+ 10
Males: 86%
Prior MI: 2

Medications at
discharge:

ASA:100%
Ticlopidine: 100%
BB: 46%

Statin: 62%

ACEi+ARB
Age: 59+ 9
MalesL 85%
Prior MI:8

Medications at
discharge:

ASA:100%
Ticlopidine: 100%
BB: 35%

Statin: 59%

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments
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Reference

The smallest
number of
patient that
could
provide a
90%
statistical
power to
detect a
treatment-
related
difference of
3% with a SD
of 5%, was
calculated to
be 120 in
total at a 2-
sided
significance
level of 5%.
Given a 25%
drop out,
160 would
be needed.

Study
type

Number of
patients

Patient
Characteristics

Intervention

Comparison

Length
of
follow-

up

Outcome measures

Effect sizes

Comments

879D IDIN JO a1epdn |eilied :uoiuanald Alepuodas - A



Eey

sodlpuaaay

Reference

Author

Bernardi V,
Szarfer J,
Summay G,
Mendiz O,
Sarmiento R,
Alemparte
MR, Gabay J,
Berger PB.

Title
Long-term
versus short-
term
clopidogrel
therapy in
patients
undergoing
coronary
stenting (from
the
Randomized
Argentine
Clopidogrel
Stent [RACS]
trial).

Study
type

RCT

RACS
trial

Table 104: Bernardi 2007°°

Number of
patients

N=1004
30 days
n=502
180 days
n=502

Analysis:
PPA.

Missing data.

Lost to
follow-up

Clop 30 n=14

Clop 180d
n=11

Inclusion
criteria:

Elective or
urgent PClI,
>18 yrs, CAD
with
ischemia,
target lesion
with >50%
stenosis in

Patient
characteristics

Patients had
STEMI, ACS or
stable angina

30d

Age =61111
Age>70yr=139
(28%)

Men 397 (79%)
Previous
Revascularization=
94 (18.3%)
MI=130 (25.9%)
Cardiac heart
failure =21 (4.2%)
Stroke=9 (1.8%)
PAD=25 (5%)
Aspirin =179
(35.8%)

BB=268 (53.8%)
Statin = 211
(42.1%)

ACEi = 172 (34.2%)
CCB=101 (20.2%)

G.4.5 Antiplatelet therapy — duration of clopidogrel treatment

Intervention

Clopidogrel (300mg)
+aspirin (75 to 325
mg) 30 d

N=502

Comparison

ASA (75 to 325

mg) 180d
N=502

Length
of
follow-
up
1,3and 6
m

Outcome
measures

Outcome 1
Death
1-30d
30-180d

Effect sizes

1-30d
30d =
10/502
(2%)
180d =
12/502
(2.4%)

30-180d
30d =
12/461(2.6
%)

180d =
4/460
(0.9%)

Presented
results at
6m follow-
up to
match
Pekdemir
etal. The
results
from 30d

were added

to 30-180d

Comments

Source of
funding

BMS and
Sanofi/Aventi
s

No control
group of just
ASA.

Underpower
ed.

Missing data.
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Reference

Journal

Am J Cardiol.
2007 Feb
1;99(3):349-52

Blinded:
No

Randomized
Yes, using a
central
Internet-
based
computerized
randomization
service

Allocation
concealment:
Unclear

Stroke
definition
New focal
neurologic
deficit of
vascular origin
lasting >24 hrs
and was

Study
type

Number of
patients

coronary
artery,
undergone
successful
PCI with
placement of
>1 stent
without
complication
in <24 hrs

Exclusion
criteria:
Allergy or
contraindicat
ion to aspirin
or
clopidogrel,
long-term
clopidogrel
therapy,
NSAIDS other
than aspirin
<7days,
glycoprotein
IIb/Illa <7d,
target in-
stent
restenosis or
vein graft
lesion, stroke

Patient
characteristics

180d

Age 60£11
Age>70yr=129
(24%)

Men=407 (81%)
Previous

Revascularization=
111 (22.1%)

MI=124 (24.7%)
Cardiac heart
failure=14 (2.8%)
Stroke=7 (1.4%)
PAD= 13 (2.6%)
Aspirin = 181
(36.1%)

BB=272 (54.3%)
Statin=217 (43.2%)
ACEi=176 (35.1%)
CCB=107 (21.3%)

Intervention

Comparison

Length Outcome
of measures
follow-
up
Outcome 2:
M
1-30d
30-180d

Effect sizes

data and
presented
as ITT.

Same
Group

30d 12/502
180d (+4)
16/460

1-30d
30d =
10/502
(2%)
180d =
10/502
(2.0%)

30-180d
30d =
13/461(2.8
%)

180d =
7/460
(1.5%)

Same group

Comments
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Reference Study
type

further
classified as
intracranial
hemorrhage,
ischemic
infarction, or
of uncertain
cause.

Power
calculation:
2,230 was
required to
indentify a
composite
outcome
frequency of
23.4% in
controls and
18.5% in
clopiodgrel gp
for 180 days.

Enrolment
was cut short
post
publication of
CREDO trial.
Ended up

Number of
patients

or transient
ischemic
attack <12 m,
a coagulation
disorder,
refusal to
receive blood
transfusion,
major bleed
<6 m, life
expectancy
>1yr,
another
study, need
for warfarin,
or PCl or
CABG <3 m,
positive
pregnancy
result.

Patient
characteristics

Intervention

Comparison

Length Outcome
of measures
follow-
up
Outcome 3:
Stroke
1-30d
30-180d
Outcome 4

Effect sizes

30d
10/502
180d (+7)
17/460

1-30d
30d =
4/502
(0.8%)
180d =
2/502
(0.4%)

30-180d
30d =
1/461(0.1%
)

180d =
0/460 (0%)

Same group
30d

2/502

180d (+0)
2/460

1-30d

Comments
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Reference

underpowere
d

Study
type

Number of
patients

Patient
characteristics

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

PCI
1-30d
30-180d

Outcome 5
CABG
1-30d

Effect sizes

30d =

17/502
(3.4%)
180d =
15/502
(0.4%)

30-180d
30d =
1/461(0.1%
)

180d =
0/460 (0%)

Same group
30d

15/502
180d (+0)
15/460

1-30d
30d =
3/502
(0.6%)
180d =
7/502
(1.4%)

Comments
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Reference

Study
type

Number of
patients

Patient
characteristics

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

Outcome 6

Revascularizatio
n 180d

Outcome 7

Cardiovascular
death 180 d

Outcome 8
Adverse events
(stopped taking
bc of AE)

Effect sizes

30-180d
30d =
26/461(5.6
%)

180d =
18/460
(4.0%)

30-180d
30d =
8/461(1.7%
)

180d =
4/460
(0.9%)

30d =
11/461(2.4
%)

180d =
5/460
(1.1%)

Comments
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Table 105: Bhatt 2007%

Reference

Author

Bhatt DL,
Flather MD,
Hacke W,
Berger PB,
Black HR,
Boden WE,
Cacoub P,
Cohen EA,
Creager MA,
Easton JD,
Hamm CW,
Hankey GJ,
Johnston SC,
Mak KH, Mas
L,
Montalescot
G, Pearson
TA, Steg PG,
Steinhubl SR,
Weber MA,
Fabry-
Ribaudo L,
Hu T, Topol
EJ, Fox KA;
CHARISMA
Investigators

Study
type

RCT
(subgr
oup
analys
is of
CHARI
SMA)

Number of
patients

N=9478

Drop outs
Post-hoc

analysis of
CHARISMA

In
CHARISMA
Follow-up
data for
primary
efficacy was
99.6%:
99.5%
Clopidogrel
7763/7802
99.6%
Aspirin:
7770/7801

Analysis: ITT

Patient
Characteristics

Inclusion criteria
patients were
identified as
“CAPRIE-like” if
they were
enrolled with a
documented
prior Mi,
documented
prior ischemic
stroke, or
symptomatic PAD

Inclusion from
CHARISMA

45 years of age or
older and had
one of the
following
conditions:
multiple
atherothromboti
c risk factors,
documented
coronary disease,
documented
cerebrovascular
disease, or
documented

Intervention

Clopidogrel+Aspiri
n N=4735

Comparison

Aspirin
N=4743

Length
of
follow-

up
28
months

Outcome measures

Outcome 1
All cause mortality

Outcome 2

Cardiovascular
mortality

Outcome 3
Mi

Outcome 4
Ischemic stroke

Outcome 5
Hospitalisation

Effect sizes

Clop+aspirin =
235/4735
ASA = 257/4743

HR: 0914 (0.964-
1.090)
Clop+aspirin =
142/4735

ASA = 163/4743

HR: 0.870 (0.695-
1.090)
Clop+aspirin =
117/4735

ASA =145/4743

HR: 0.805 (0.631-
1.027)
Clop+aspirin =
144/4735

Aspirin =
179/4743

HR:0.828 (0.654-
1.048)
Clop+aspirin =
542/4735

Comments

Source of
funding

Bristol-Myers

Limitations
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Title

Patients with
prior
myocardial
infarction,
stroke, or
symptomatic
peripheral
arterial
disease in
the
CHARISMA
trial.

Journal

J Am Coll
Cardiol. 2007
May
15;49(19):19
82-8. Epub
2007 Apr 11.

Country:

Germany/US
A

Randomisati
on:

Subgroup
analysis of
randomised
patients
from

symptomatic
peripheral
arterial disease.

Exclusion criteria
Indications for
open-label
clopidogrel use
or were at high
risk of bleeding.

Baseline
characteristics

A total of 3,846
patients had
prior MI, with a
median time
from the
qualifying event
to randomization
of 23.6 months;
3,245 patients
had prior stroke,
with a median
time from event
of 3.5 months;
2,838 patients
had symptomatic
PAD, with a
median time
from diagnosis of
23.6 months.
Note that 443
(4.7%) patients

Outcome 6
Severe bleeding

Outcome 7

Moderate bleeding

Outcome 8

CV death/stroke/Ml

Aspirin =
626/4743

HR: 0.855 (0.762-
0.960)
Clop+aspirin =
79/4735

Aspirin = 71/4743

HR: 1.114 (0.808-
1.535)
Clop+aspirin =
97/4735

Aspirin = 61/4743

HR 1.597 (1.159-
2.200)

Prior Ml patients

Clop+aspirin=
125/1903

Aspirin=161/1943

HR: 0774 (0.613-
0.978)
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CHARISMA
trial

Allocation
Concealment
:Yes, central
interactive
voice-
response
system

Blinding:
Double-blind

Power
Calculations:

fell into multiple
categories
because they
actually had
more than 1 prior
event or disease
location

Characteristic
Clopidogrel +
aspirin (n =
4,735)
Demographics

Age (yrs), median
(Q1, Q3) 64 (56,
71)

Female patients,
n(%): 1,292
(27.3)

Ethnicity, n (%
Caucasian: 3,859
(81.5)

Hispanic: 454
(9.6)

Asian: 226 (4.8)
Black:141 (3.0)
Other: 55 (1.2)
Inclusion group, n
(%)

Prior myocardial
infarction: 1,903

Prior ischemic
stroke: 1,634
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(34.5)
Symptomatic
PAD: 1,418 (29.9)
Selected clinical
characteristics, n
(%)

Smoking status

Current 1,024
(21.6)

Former 2,434
(51.4)
Hypertensio:
3,236 (68.3)
Hypercholesterol
emia: 3,307
(69.8)
Congestive heart
failure: 298 (6.3)
Prior myocardial
infarction: 2,193
(46.3)

Atrial fibrillation:
172 (3.6)

Prior stroke:
1,764 (37.3)
Transient
ischemic attack:
326 (6.9)
Diabetes1,457
(30.8)

PAD: 1,529 (32.3)

Percutaneous
coronary
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intervention:
1,209 (25.5)
Coronary artery
bypass graft
surgery 809
(17.1)

Carotid
endarterectomy:
257 (5.4)
Angioplasty or
bypass 829
(17.5)

Diabetic
nephropathy:
195 (4.1)

Characteristic
Placebo aspirin
(n=4,743)
Demographics
Age (yrs), median
(Q1, Q3) 64 (56,
71)

Female patients,
n (%)1,275 (26.9)
Ethnicity, n (%)
Caucasian: 3,851
(81.2)

Hispanic 481
(10.1)

Asian: 222 (4.7)
Black: 137 (2.9)
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Other: 52 (1.1)
Inclusion group, n
(%)

Prior myocardial
infarction: 1,943
(41.0)

Prior ischemic
stroke: 1,611
(34.0)
Symptomatic
PAD: 1,420 (29.9)
Selected clinical
characteristics, n
(%)

Smoking status:
Current: 1,055
(22.2)

Former: 2,435
(51.3)
Hypertension:
3,317 (69.9)
Hypercholesterol
emia: 3,343
(70.5)
Congestive heart
failure:308 (6.5)
Prior myocardial
infarction:2,248
(47.4)

Atrial
fibrillation:160
(3.4)

Prior stroke;
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1,726 (36.4)
Transient
ischemic
attack300 (6.3)
Diabetes 1,484
(31.3)PAD

1,530
(32.3)
Percutaneous
coronary
intervention:1,23
9 (26.1)
Coronary artery
bypass graft
surgery 829
(17.5)
Carotid
endarterectomy?
35 (5.0)
Peripheral
angioplasty or
bypass 812
(17.1)
Diabetic
nephropathy211
(4.4)

Table 106: Bhatt 2006; Berger 20105%%*

Reference

Study
type

Number of
patients

Patient
characteristics

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

Effect sizes

Comments
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Reference

Author

Bhatt DL;Fox
KAA;Hacke
W;Berger
PB;Black
HR;Boden
WE;Cacoub
P;Cohen
EA;Creager
MA;Easton
ID;Flather
MD;Haffner
SM;Hamm
CW;Hankey
GJ;Johnston
SC;Mak
KH;Mas

JL;Montalesco

t G;Pearson
TA;Steg

PG;Steinhubl

SR;Weber
MA;Brennan
DM;Fabry-
Ribaudo
L;Booth
J;Topol E

Title
“Clopidogrel

Study
type
RCT

CHARI
SMA

Catego
rised
as
STEMI
in
CG48

Analysi
st ITT

Number of
patients

Total=15603
Clopidogrel=
7802

Placebo=780
1

Drop-out:
Follow-up
data for
primary
efficacy was
99.6%:
99.5%
Clopidogrel
7763/7802
99.6%
Aspirin:
7770/7801

Inclusion
criteria:
Aged 45
years or older
and one of
the following
conditions:
atherothrom
botic risk
factors (such
as diabetes,

Patient
characteristics
Clopidogrel
Age:64

Female: 2316
(29.7%)

Inclusion subgroup
Vascular disease:
6062 (77.7%)
Multiple risk
factors: 1659
(21.3%)

Neither: 81 (1.0%)
Selected clinical
characteristics:
Prior M1:2672
(34.2%)

Prior stroke:1942
(24.9%)

Prior transient

ischemic attack:938

(12%)

PAD:1760 (22.6%)
Prior PCI:1750
(22.4%)

Prior CABG or
angioplasty:879
(11.3%)

Placebo
Age:64

Intervention

Clopidogrel 75 mg
once daily plus
aspirin 75 to 162 mg
once daily

Concomitant
therapy: All patients
received standard
therapy appropriate
(eg. Statins or BB) at
the discretion of the
investigator and
clinicians

Comparison

Placebo once
daily plus
aspirin 75 to
162 mg once
daily

Length
of
follow-
up
Median
follow-up
28
months.
Follow-
uplm,
3m, 6m
and /6m
until end
of trial

Outcome
measures
Outcome 1

Death from any
cause

Outcome 2

Death from CV
causes

Outcome 3
MI (nonfatal)

Outcome 4

Ischemic stroke
(nonfatal)

Outcome 5
Any stroke

Effect sizes

Clopidogrel:

371/7802
(4.8%)

Aspirin:
374/7801
(4.8%)

Clopidogrel:

238/7802
(3.1%)

Aspirin:
229/7801
(2.9%)

Clopidogrel:

147/7802
(1.9%)

Aspirin:
1.59/7801
(2.0%)

Clopidogrel:

132/7802
(1.7%)
Aspirin:
160/7801
(2.1%)

Clopidogrel:

149/7802

Comments

Source of
funding
Sanofi-
Aventis,Bristo
I-Myers
Squibb.

Other
outcomes:
Subgroup
analysis

Had
intracranial
hemorrhage
and stroke as
outcomes.
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Reference
and aspirin
versus aspirin
alone for the
prevention of
Atherothromb
otic events”

Journal

England
Journal of
Medicine:2006
:354(16)1706-
17

USA

Randomizatio
n: Unclear,
preestablished
randomization
scheme

Allocation
concealment:

Yes, central
interactive
voice-
response
system

Study
type

Number of
patients
diabetic
nephropathy,
ankle-
brachial <
0.9)
documented
coronary
disease;
documented
cerebrovascu
lar disease;
or
documented
symptomatic
peripheral
arterial
disease.

Exclusion
criteria:
taking oral
antihromboti
¢ medications
or NSAIDs on
a long-term
basis.
Established
indications
for
clopidogrel
therapy (such

Patient
characteristics
Female:2328(29.8%
)

Inclusion subgroup
Vascular disease:
6091 (78.1%)
Multiple risk
factors: 1625
(20.8%)

Neither: 85 (1.1%)
Selected clinical
characteristics:
Prior MI1:2725
(34.9%)

Prior
stroke:1895(24.3%)
Prior transient
ischemic attack:926
(11.9%)
PAD:1771(22.7%)
Prior PCI:1804
(23.1%)

Prior CABG or
angioplasty:858
(11%)

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

(nonfatal)

Outcome 6

Rehospitalizato
n (for unstable
angina,
transient
ischemic
attack, or

revascularizatio

n)
Outcome 7

Severe
bleeding+ Fatal
bleeding

Major bleeding

Outcome 8
Fatal bleeding

Effect sizes
(1.9%)

Aspirin:
185/7801
(2.4%)

Clopidogrel:
886/7802
(11.1%)

Aspirin:957/
7801
(12.3%)

Clopidogrell
56/7802
(1.7%)
Aspirin:
121/7801
(1.3%)

Clopidogrell
30/7802
Aspirin:
104/7801

Clopidogrel2
6/7802
(0.3%)

8%79D JDIN J0 21epdn |einded :uoipuanald Alepuodas - [N



YA

sodlpuaaay

Study Number of

Reference type patients
as acute

Blinded:Doubl coronary

e blind syndrome);
undergoing
revascularizat

Power .

. ion.

calculations: .
Asymptomati

15,200 )

(7600/grp) ¢ carotid

d loi;)p stenosis 2

an_ 70% of

prlmetary ded luminal

evens neede diameter, 2 1

to detect a )
carotid

20% RR

reduction,

with 90%

power,

assuming an
annual event
rate of 3.1% in
control group
and 18 to 42
months
follow-up

Patient
characteristics

Intervention

Comparison

Length
of
follow-

up

Outcome
measures

Outcome 9

Primary
intracranial
haemorrhage

Outcome 10

Moderate
bleeding

Outcome 11

Fatal bleed
(HR)

Effect sizes Comments

Aspirin:
17/7801
(0.2%)

Clopidogrel2
6/7802
(0.3%)

Aspirin
27/7801
(0.3%)
Clopidogrell
64/7802
(2.1%)

Aspirin
101/7801
(1.3%)
Clopidogrel
26 (0.3%)

Placebo 17
(0.2%)

HR: 1.527
(0.829,
2.815)
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Reference

Study
type

Table 107: Chen 2005

Reference

Author

Chen ZM;liang
LX;Chen YP;Xie
JX;Pan
HC;Peto
R;Collins R;
Title

Addition of
clopidogrel to
aspirin in
45852 patients
with acute

Study
type

RCT
COMM
IT-
(STEMI
)
Analysi
st ITT

Number of
patients

Number of
patients

Total =
45,852
Clopidogrel=2
2,961
Placebo=22,8
91

Lost to
follow-up

Clopidogrel=2
Placebo=0

Patient
characteristics

Patient characteristics

Clopidogrel

Age: 61.3+11.9
Female:6366 (27.7%)
Time since onset
(h):10.316.7

ECG abnormality at entry
STelevation:19877
(86.5%)

Bundle branch block:1505
(6.6%)

STdepression (without ST

Intervention

Length
of
follow- Outcome
Comparison up measures Effect sizes
Outcome 12 Clopidogrel
Intracranial 26 (0.3%)
haemorrhage
(HR) Placebo 27
(0.3%)
HR: 0.962
(0.561,
1.648)
Intervention Compari Length of Outcome Effect
son follow-up measure  sizes
s
Clopidogrel: 162 mg Placebo:  Discharge or Outcome Clopidog
aspirin + 75 mg 162 mg up to 4 weeks  1: rel:
clopidogrel aspirin + in hospital Death 1726/22
Daily for up to 4 weeks placebo fromany 961
(or, if earlier, until Daily for cause (7.5%)
hospital discharge or up to 4 Placebo
death) weeks 1845/22
Concomitant (or, if 891
therapy:Fibrinolytic earlier, (8.1%)
therapy (chiefly until Outcome Clopidog
urokinase) was received  hospital 2: rel:
by 50% of patients discharg Death 113/229

Comments

Comments

Funded by

Sanofi-
Aventis,
Bristol-
Myers
Squibb,
Astra-
Zeneca,
MRC UK,
BHF, Cancer
Research
UK.
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myocardial
infarction:rand
omised
placebo-
controlled trial
Journal

Lancet
2005;366:1607
-21

China
Randomization
: Random
allocation,
unclear
methods

Allocation
concealment:
Yes, used
sealed study
treatment
cases and
assigned by
removing
allocated
treatment
from an
opening at the
bottom of the
treatment
case.

Blinding:
Unclear, single
blind
investigator

Inclusion
criteria: Post
Ml recruited
within 24 h of
suspected
acute MlI
onset (ST
elevation
Excluded:
patients
scheduled

for PCI: small
likelihood of
worthwhile
benefit, or
high risk of
AE.

elevation): 1579 (6.9%)
Before admission:
MI:1972 (8.6%)
Aspirin:4214 (18.4%)
BB:1457 (6.3%)

Fibrinolytic: 11407
(49.7%)

Non-trial treatment
during trial
Antiplatelet:2305 (10%)
ACEi: 15649 (68.2%)

Antiarrhythmic:5150
(22.4%)

Calcium antagonist:2701
(11.8%)

Placebo
Age: 61.4+11.8
Female:6393 (27.9%)

Time since onset (h):10.3
6.7

ECG abnormality at entry

STelevation:19878
(86.9%)

Bundle branch block:1423

(6.2%)

STdepression (without ST

elevation): 1590 (6.9%)
Before admission:
MI1:1846 (8.1%)
Aspirin:4230 (18.5%)

before or at or after
randomisation. During
hospital stay, 10%
received antiplatelet and
75% received heparin.

clopidogrel
once daily for up to 4
weeks (or, if earlier, until
hospital discharge or
death) 22 961

patients

eor
death)

from
reinfarcti
on:

Outcome
3:

Stroke
(died+sur
vived) -
haemorr
hagic;
ishaemic
or
unknown

Outcome
4:
Reinfacti
on (died
+
survived)

Outcome
5:
Adverse
event —
any
bleeding
(cerebral
or major
non-
cerebral
bleeding

61 (0.5%)
Placebo
101/228
91

(0.4%)
Clopidog
rel
217/229
61 (0.9%)
Placebo
250/228

91 (1.1
%)

Clopidog
rel:
479/229
61 (2.1%)
Placebo

553/228
91 (2.4%)
Clopidog
rel
134/229
61
(0.58%)
Placebo
125/228
91
(0.55%)

Sponsor:
had no role
in study
design/data
collection/d
ata
interpretati
on/or
writing of
the report

Other
outcomes
Primary
Composite
of death,
reinfarction,
or stroke.

Subgroup
analysis,
including
ECG at entry
Cardiogenic
shock;Heart
failure;Cardi
ac
rupture;VF;
other
cardiac
arrest;pulm
onary
embolus

infa
rction
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assessing
ECG’s blind

Power
calculations:

To have at
least 95%
power to
detecte a
reduction of

one tenth with

a two-sided
pvalue of 0.05

at least 45,000

patients
needed to be
recruited

Reference

Author

Eisenstein EL,
Anstrom KJ,

Kong DF, Shaw

LK, Tuttle RH,
Mark DB,
Kramer JM,

Harrington RA,

Matchar DB,
Kandzari DE,
Peterson ED,

Table 108: Eisenstein 200773

Study Number of
type patients
Cohort-  Total = 4666
Observat  Clopidogrel+as
ional pirin = 1054
Aspirin = 2555
BMS = 3165
DES = 1501

BB:1533 (6.7%)
Fibrinolytic:11387 (49.7%)
Non-trial treatment
during trial
Antiplatelet:2280 (10%)
ACEi: 15638 (68.3%)
Antiarrhythmic:5093
(22.2%)

Calcium antagonist:2705
(11.8%)

Patient characteristics Interv  Comparison Length of Outcome
entio follow-up measures
n

Clopidogrel+Aspirin Clopid  Aspirin 6,12,24 Outcome 1

DES n =637 ogrel+ (BMSvs.DES) ~ months Death 24 m

Age: 61 (53-71) ’:Spi”

Male sex: 398 (62.5%) (BMS

History of MI: 247 (38.8%) .

Aspirin use DES)

6 m: 600 (94.2%)

12 m 478 (91.2%)

24 m 179 (93.2%)

Clopidogrel use Outcome 2

Outcome Clopidog

6: rel

Fatal 73/2296

bleeding 1 (0.32%)
Placebo
74/2289
1(0.32%)

Effect sizes

Clop+DES=1.
6%, 7/290
aspirin+DES=

5.8%,
20/245
Clop+BMS=3
.9%, 16/387
aspirin+BMS
=4.5%,
88/1852

Clop+DES=0.

Stroke
Cardiogenic
shock Heart
failure
Presumed
cardiac
rupture
Ventricular
fibr
illation
Other
cardiac
arrest
Pulmonary
embolism

Comments

Source of
funding
Agency for
heathcare
and quality
(AHRQ), US
Dept of
Health and
Human
services.
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Reference

Schulman KA,
Califf RM.

Title
Clopidogrel
use and long-
term clinical
outcomes
after drug-
eluting stent
implantation.

Journal

JAMA. 2007
Jan
10;297(2):159-
68. Epub 2006
Dec 5

Study
type

Number of
patients

Inclusion
criteria
Patients who
had an initial
PClI with at
least 1 bare-
metal stent.
Min 12 m
follow-up.

Exclusion
criteria:
congenital
heart disease,
moderate to
severe valvular
heart disease,
prior CABG or
PCl and
significant
>75% stenosis
left main CAD.
If intervention
other than
stent
placement
occurred

during their PCI

procedure or if
not contacted
for follow-up
medication use

Patient characteristics

6 m 637 (100%)
12 m 382 (72.9%)
24 m 106 (55.2%)

BMS n =579

Age: 60 (53-70)

Male sex: 368 (63.6%)
History of Ml: 221 (38.2%)
Aspirin use

6 m: 430 (74.3%)

12 m: 371 (86.3%)

24 m: 148 (85.6%)
Clopidogrel use
6m:0

12 m: 64 (14.9%)

24 m: 25 (14.5%)

Aspirin

DES

Age 61 (53-70)

Male sex: 266 (63.8%)
History of MI: 213 (51.1%)
Aspirin use

6 m 360 (86.3%)

12 m 335 (84%)

24 m 304 (82.2%)
Clopidogrel use

6 m 417 (100%)

Interv  Comparison Length of Outcome
entio follow-up measures
n

Non-fatal M| 24
m

Outcome 3:
Death HR

Effect sizes

8%, 5/290
Aspirin+DES
=3.3%,
13/245
Clop+BMS=1
.2%, 5/387
Aspirin+BMS
=1.4%,
28/1852

DES. aspirin
vs. Clop = HR
2.43 (1.12-
5.26), p=0.03

DES+Clop,
lower rates
of death.

BMS. aspirin
vs.Clop =NS

Comments

Limitations:
unclear how
they derived
at a number
of data points
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Reference

Study
type

Table 109: Kulik 20103’

Reference Study

type
Author CASCA
Kulik A, Le DE
May MR, RCT
Voisine P, Phase
Tardif JC, I
Delarochellier ~ rando
eR, NaidooS, Mmized
Wells GA,

Number of
patients

for each

analysis period.

Number of
patients
N=113
Clop+aspirin
n=56
Aspirin n=56

Drop out
Clop+aspirin

Patient characteristics

12 m 309 (77.4%)
24 m 230 (82.2%)

BMS

Age 61 (52-71(

Male sex: 1233 (62.4%)
History of MI: 913 (46.2%)
Aspirin use

6 m 1583 (80.1%)

12 m 1569 (85%)

24 m 1541 (87.1%)
Clopidogrel use

6 m

12 m 93 (5%)

24 m 143 (8.1%)

Interv
entio
n

Patient
characteristics
Aspirin+Clop n=56
Age=64.917.5
Male=91.1%

ACS =12.5%

Heart failure NYHA
3-4% =23.2%
Preoperative

Intervention

Clopidogrel 75mg
+ASA 162mg/d

Comparison

Comparison

Aspirin162
mg/d

Length of

Outcome

follow-up measures

Length of
follow-up

12m

Outcome
measures

Outcome 1

Death CV (same

for all-cause)

Outcome 2
Mi

Effect sizes

Effect sizes

Clop+aspirin
n=0/56

Aspirin
n=1/57
Clop+aspirin
n=4/56
(7.1%)

Comments

Comments

Sourse of
funding

Bristol-Myers
Squibb
Sanofi. They
provided
medication
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Reference

Mesana TG,
Ruel M.

Title

Aspirin plus
clopidogrel
versus aspirin
alone after
coronary
artery bypass
grafting: the
clopidogrel
after surgery
for coronary
artery disease
(CASCADE)
Trial.

Journal

Circulation.
2010 Dec
21;122(25):26
80-7. Epub
2010 Dec 6.

Randomized

Stratified
according to
surgical
centre. Block
randomization
generated by

Study
type

Number of
patients

=n10 (17.9%)
Aspirin n=12
(21.1%)

Analysis =ITT

Inclusion
criteria
scheduled to
undergo
first-time
CABG with at
least 2 SVGs
with or
without the
use of
cardiopulmo
nary bypass.

Exclusion
criteria
required
valve surgery
or long-term
anticoagulati
on

Patient
characteristics

medication
Aspirin=91.1%
Clopidogrel=5.4%
Statin=94.6%
BB=83.9%
ACEi=53.6%

Aspirin n=57
Age=68.1+7.4
Male=87.7%

ACS =22.8%

Heart failure NYHA
3-4=17.5%
Preoperative
medication
Aspirin=93%
Clopidogrel=15.8%
Statin=84.2%
BB=70.2%
ACEi=47.4%

Medications at
discharge

Clop+aspirin
Statin =91.1%
BB =94.6%
ACEi = 37.5%

Intervention

Comparison

Length of
follow-up

Outcome
measures

Outcome 3
Cerebrovascular
accident
(stroke)
Outcome 4
Coronary
intervention
(Revascularizati
on)

Outcome 5
Major bleeding

Outcome 6
Minor
bleeding

Outcome 7:
AE (withdrew)

Effect sizes

Aspirin
n=1/57
(1.8%)

Clop+aspirin
n=0/56

ASA n=2/57

Clop+aspirin
n=1/56

ASA n=2/57

Clop+aspirin=
1/56

ASA n=0/57

Clop+aspirin
n=3/56

ASA n=3/57

Clop+aspirin
n=3/56

Aspirin
n=5/57

Comments
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Reference Study
type
SAS.

Blinded

Double
blinded

Allocation
concealment

Unclear.
Organised by
pharmacists.

Power
calculations

37 patients/gp
were needed
to detect a
relative
treatment
difference of
20% in the
primary
outcome
(combined), at
a power of
90% and 2-
sided
alpha=0.05.
Assuming a
drop-out of
35% or more,
a total of 110

Number of
patients

Patient
characteristics
Aspirin

Statin =91.2%
BB =91.2%
ACEi =33.9%

Intervention

Comparison

Length of
follow-up

Outcome
measures

Effect sizes

Comments

879D IDIN JO a1epdn |eilied :uoiuanald Alepuodas - A



151

sodlpuaaay

Reference Study  Number of Patient
type patients characteristics
randomized
patients were
required.

Table 110: Sabatine 20055%°

Reference  Study
type
Author RCT
Sabatine
MS;Cannon CLARI

CP;Gibson TY-
CM;L%pez- TIMI
Send¥%n 28
JL;Montale
scot
G;Theroux
P;Claeys
MJ;Cools
F;Hill
KA;Skene
AM;McCab
e
CH;Braunw
ald E;

(STE
MI)

Title
“Addition
of

Number of
patients

Total:3491

Intervention
N=1752

Control:
N=1739

Drop outs:
Vital status
ascertained
in 3487/3491
(99.9%)
Unclear how
many were
available for
the 30d data.

Analysis ITT

Patient
characteristics

Clopidogrel

Age =57.7+£10.3
Male = 1400
(79.9%)

Prior M|l =159
(9.1%)

Prior PCI=84
(4.8%)
Angiography=164
5 (93.9%)
Medications
during index
hospitalization
BB= 1554 (88.7%)
Statins=1408
(80.4%)

ACEi or
ARBs=1273
(72.7%)

Intervention

Intervention

Clopidogrel
300 mg
loading dose,
followed by
75 mg once
daily +
Aspirin +
Fibrinolytic
agent

Comparison

Placebo +
Aspirin (150 to
325mg 1st day
to 72 to
325mg
thereafter) +
Fibrinolytic
agent
(selected by
physician)

Comparison

Length
of
follow-
up
30 days

Length of
follow-up

Outcome
measures

Outcome 1

Death by CV

Outcome 2
Stroke

Outcome 3
Recurrent Ml

Outcome
measures

Effect sizes

Effect sizes Source
of
funding

Clopidogrel=  Sanofi-
77/1752 Aventis,
(4.4%) Bristol-
Placebo = bUEE
78/1739 Sulaly
(4.5%)
Clopidogrel=
12/1752
(0.7%)
Placebo=30/
1739
(1.7%)
Clopidogrel
=72/1752
(4.1%)
Placebo =
103/1739
(5.9%)

Comments

Comments

Other
outcomes:
Primary
Composite
occluded
infarct
related
artery on
angiography
, de