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Dietary cholesterol strategies

1. Dietary cholesterol

1.1. Review question

What is the clinical and cost effectiveness of dietary cholesterol strategies compared with
usual diet for adults without established CVD and with established CVD?

1.1.1. Introduction

The 2014 update of CG181 includes recommendations for lifestyle interventions for reducing
risk of CVD. This update focusses only on dietary cholesterol strategies. It was previously
recommended that reductions in dietary cholesterol intake were made to reduce
cardiovascular risk, based on the understanding at that time that changes in dietary
cholesterol modify blood lipids and other risk factors and that these changes were associated
with reductions in morbidity and mortality from cardiovascular events. However, it has been
suggested that the evidence and understanding on how this relates to cardiovascular risk
has changed since the last update of the guideline. The updated review will therefore look at
the recent evidence for this area to inform up-to-date recommendations on the topic.

1.1.2. Summary of the protocol

For full details see the review protocol in Appendix A.

Table 1: PICO characteristics of review question

Population Adults (aged 18 years and older) with or without established CVD, including
those with type 1 diabetes, type 2 diabetes or chronic kidney disease

Intervention e Reduced dietary cholesterol (e.g. reduced egg consumption or specified limits
on daily/weekly intake of cholesterol from dietary sources)

o Lower dietary cholesterol intake (cohort studies)
Comparison ¢ No dietary cholesterol intervention or usual diet

¢ Higher dietary cholesterol intake (cohort studies)
Outcomes ¢ All-cause mortality (time-to-event)

e Cardiovascular mortality (time-to-event)

» Non-fatal myocardial infarction (time-to-event)

o Non-fatal stroke (time-to-event)

o Combined major adverse cardiovascular events (CVD death, nonfatal Ml,
nonfatal ischaemic stroke)

o Quality of life (continuous), any validated scores
Study design e RCTs

o Systematic reviews of RCTs

e Published NMAs and IPDs of RCT data

e Cohort studies that adequately control for confounders if insufficient RCT data
are available

1.1.3. Methods and process

This evidence review was developed using the methods and process described in
Developing NICE guidelines: the manual. Methods specific to this review question are
described in the review protocol in appendix A and the methods document.

Declarations of interest were recorded according to NICE's conflicts of interest policy.
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1.1.4. Effectiveness evidence

1.1.4.1. Included studies

No relevant clinical studies comparing dietary cholesterol with no dietary cholesterol were
identified.

See also the study selection flow chart in Appendix C.

1.1.4.2. Excluded studies

No evidence from RCTs or interventional cohort studies was identified that matched the
review protocol. A number of prospective prognostic studies were found which examined the
association of egg consumption with CVD outcomes, and there were systematic reviews of
these studies. Prognostic studies examine selected predictive variables or risk factors and
assess their influence on patient outcomes, in this case dietary cholesterol consumption
would be the prognostic factor or predictor variable. RCTs are considered the best evidence
to inform effectiveness of interventions or treatment strategies as they enable control for
between group variables, including known and unknown prognostic factors. Therefore,
prognostic studies are not usually considered for review questions about interventions, and
these were not included in the CG181 on cardioprotective diets.

Some RCTs were identified that examined egg consumption versus no egg consumption, but
the follow-ups were less than 1 year and the outcomes were clinical biochemistry tests or
tests for atherosclerosis. Some older RCTs identified in this review looked at dietary
cholesterol but the actual interventions included other advice such as increasing
polyunsaturated fat, decreasing saturated fat, and stopping smoking and so these
interventions did not match the review protocol.

See the excluded studies list in Appendix G.

1.1.5. Summary of studies included in the effectiveness evidence

There was no effectiveness evidence.
1.1.6. Economic evidence

1.1.6.1. Included studies

No health economic studies were included.

1.1.6.2. Excluded studies

No relevant health economic studies were excluded due to assessment of limited
applicability or methodological limitations.

See also the health economic study selection flow chart in Appendix D.

1.1.7. Summary of included economic evidence

No health economic studies were included.

1.1.8. Economic model

This area was not prioritised for new cost-effectiveness analysis.
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1.1.9. Evidence statements

1.1.9.1. Effectiveness/Qualitative
¢ No relevant published evidence was identified.

1.1.9.2. Economic
¢ No relevant economic evaluations were identified.

1.1.10. The committee’s discussion and interpretation of the evidence

1.1.10.1. The outcomes that matter most

The committee agreed that the following outcomes were the most important to inform
recommendations:

e All-cause mortality

¢ CVD mortality

e Stroke

e Combined major CVD events (incl. CVD death, myocardial infarction, and stroke).
The committee agreed that evidence that changes in dietary cholesterol can impact the risk
of major cardiovascular events were essential to forming recommendations. They also
agreed that clinical biochemistry tests or tests for atherosclerosis were not appropriate
surrogates for the impact of dietary cholesterol strategies on cardiovascular health. However,
there was no relevant evidence identified for this review question.

1.1.10.2. The quality of the evidence

The evidence review found no RCTs or interventional cohort studies that matched the review
protocol.

The committee agreed to discuss any revisions to the existing recommendation based on
informal consensus and their expert opinion and knowledge of other relevant guidance.

1.1.10.3. Benefits and harms

Since there was no new clinical evidence to review, the committee discussed the benefits
and harms of the existing recommendation on a cardioprotective diet for the management of
dietary cholesterol. The previous recommendation from the 2014 update of CG181 was:

1.2.1 Advise people at high risk of or with CVD to eat a diet in which total fat intake is
30% or less of total energy intake, saturated fats are 7% or less of total energy intake,
intake of dietary cholesterol is less than 300 mg/day and where possible saturated
fats are replaced by mono-unsaturated and polyunsaturated fats. Further information
and advice can be found on the NHS Eat well webpage.

The committee noted that this recommendation was adopted based on the Joint British
Societies' guidance (JBS2, 2005), rather than being based on any evidence directly reviewed
by the committee. They also noted that the subsequent update to the Joint British Societies’
guidance, JBS3 (2014), had removed this recommendation, based on a systematic review
showing little evidence to support an association between dietary cholesterol and coronary
heart disease risk in the general population, with the caveat that it may have a detrimental
effect in people who react to dietary cholesterol with a large increase in plasma cholesterol
(hyper-responders). The committee were aware of this systematic review, but it did not meet
the protocol criteria for the guideline review as it included prognostic association data rather
than intervention studies with an RCT or comparative cohort design. The committee agreed

7
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that the definition of ‘hyper-responders’ was unclear. They agreed it wasn’t necessary to
make a statement similar to that in JBS3 about hyper-responders in the updated
recommendation.

Based on this information and the lack of new comparative clinical evidence from intervention
studies, the committee agreed that there was no evidence to support a limit of 300mg per
day of dietary cholesterol. They also noted that organisations like the American Heart
Association have acknowledged that it is impractical to set limits on dietary cholesterol intake
as a method of reducing the risk of CVD events. Additionally, the committee agreed that
saturated fat intake has a greater impact on a person’s cholesterol profile and corresponding
risk of CVD events.

1.1.10.4. Cost effectiveness and resource use

The committee agreed that not advising people to restrict cholesterol intake would have no
implications for resource use. The updated recommendation was considered to be in line
with current practice.

1.1.10.5. Other factors the committee took into account

The committee agreed that the guidance on limits on macronutrients as a proportion of a
person’s daily diet in the recommendation (e.g. total fat less than 30%, saturated fat less
than 7%) would be difficult to interpret and implement for most people. The committee
agreed that it may be more effective to provide broader guidance advising people to increase
their intake of fruits and vegetables rather than provide percentage limits on fat consumption.
However, this was beyond the remit of this update and this evidence had not been reviewed.

1.1.11. Recommendations supported by this evidence review

This evidence review supports recommendation 1.3.2.

1.1.12. References

1. National Institute for Health and Care Excellence. Developing NICE guidelines: the
manual [updated January 2022]. London. National Institute for Health and Care
Excellence, 2014. Available from:
http://www.nice.org.uk/article/PMG20/chapter/1%20Introduction%20and%20overview
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Appendices
Appendix A Review protocols

A.1 Review protocol for dietary cholesterol

ID Field Content
0. PROSPERO registration number CRD42022345768
Review title Dietary cholesterol strategies for primary prevention and secondary prevention of

cardiovascular disease (CVD) in adults.

2. Review question What is the clinical and cost effectiveness of dietary cholesterol strategies
compared with usual diet for adults without established CVD and with established
CvD?

3. Objective The aim of this review is to update the evidence on the effectiveness of dietary

strategies to reduce cholesterol intake. This is important because the current
recommendations may be inconsistent with new evidence indicating that dietary
cholesterol, including egg consumption, may not have an adverse impact on CVD
risk.

4. Searches Key paper: Berger S, Raman G, Vishwanathan R, Jacques PF, Johnson EJ.
Dietary cholesterol and cardiovascular disease: a systematic review and meta-
analysis. American Journal of Clinical Nutrition. 2015; 102(2):276-294  (REF
ID:83.)

The following databases (from inception) will be searched:
e Cochrane Central Register of Controlled Trials (CENTRAL)

Cochrane Database of Systematic Reviews (CDSR)

Embase

MEDLINE

Epistemonikos

Searches will be restricted by:
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ID

Field

Condition or domain being studied
Population

Intervention

Content

e Date limitations — none

¢ English language studies
e Human studies

Other searches:
e Inclusion lists of systematic reviews

The searches may be re-run 6 weeks before the final committee meeting and
further studies retrieved for inclusion if relevant.

The full search strategies will be published in the final review.

Medline search strategy to be quality assured using the PRESS evidence-based
checklist (see methods chapter for full details).

Primary and secondary prevention of cardiovascular disease

Inclusion: Adults (aged 18 years and older) with or without established CVD,
including those with type 1 diabetes, type 2 diabetes or chronic kidney disease.

Exclusion:

e Children aged < 18 years of age

o People with familial hypercholesterolaemia.

o People with familial clotting disorders that increase cardiovascular risk.

o People with other monogenic disorders that increase cardiovascular risk.

e People at high risk of CVD or abnormalities of lipid metabolism because of
endocrine or other secondary disease processes other than diabetes

e People receiving renal replacement therapy

Reduced dietary cholesterol (e.g. reduced egg consumption or specified limits on
daily/weekly intake of cholesterol from dietary sources)

Lower dietary cholesterol intake (cohort studies)

10
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ID

Field
Comparator

Types of study to be included

Content

No dietary cholesterol intervention or usual diet

Higher dietary cholesterol intake (cohort studies)

Inclusion:

¢ RCTs

e Systematic reviews of RCTs

¢ Published NMAs and IPDs of RCT data will be considered for inclusion.

e Cohort studies that adequately control for confounders if insufficient RCT data
are available. The decision about whether sufficient RCT data are available will
be made by committee discussion based on the body of evidence across all
outcomes.

Exclusion:
e Cross over RCTs

¢ Non-randomised studies not accounting for the key confounding variables (either
by stratification, matching or multivariable analysis)

e Follow-up < 1 year
e Conference abstracts

Key confounders to be adjusted for in non-randomised studies are:

e Primary or secondary prevention populations (with or without established CVD)

o Age

o Studies not accounting for both of these in either the design or analysis method
will be excluded.

o Other important confounding factors are:
* Sex

e Smoking

e Hypertension

e Chronic kidney disease

¢ Diabetes status

11
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ID Field

10. Other exclusion criteria

11. Context

12. Primary outcomes (critical outcomes)

Content

o Weight/BMI

o Dietary variables: e.g. fibre, energy, and saturated fat.
e Socio economic status

o Ethnicity

¢ Physical activity

o Total fat

e Trans fat

e PUFA

¢ Alcohol intake

Information on whether these factors have been accounted for will be extracted
from all included studies to inform the committee discussion and risk of bias
assessment.

Studies of interventions or dietary strategies to reduce cholesterol (e.g. plant
stanols and sterols)

Non-English language studies.

Conference abstracts will be excluded as there are already many full text
published studies available in the CG181 analysis.

This will update CG181 guidance. New evidence and expert feedback indicates
that advice given on dietary cholesterol in recommendation 1.2.1, is inconsistent
with new evidence indicating that dietary cholesterol, including egg consumption,
may not have an adverse impact on CVD risk. There is a potential need to review
recommendation 1.2.1, which advises limiting intake of dietary cholesterol to less
than 300 mg/day.

All outcomes are considered equally important for decision making and therefore
have all been rated as critical:

o All-cause mortality (time-to-event)
o Cardiovascular mortality (time-to-event)
* Non-fatal myocardial infarction (time-to-event)

12
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ID

13.

Field

Data extraction (selection and coding)

Content
¢ Non-fatal stroke (time-to-event)

e Combined major adverse cardiovascular events (CVD death, nonfatal Ml,
nonfatal ischaemic stroke)

o Quality of life (continuous), any validated scores

Time points:
e The minimum follow-up is 1 year

e The longest available follow-up will be used for each trial, and all these
timepoints will be pooled.

Cholesterol levels will not be included as a surrogate outcome for CVD risk
because it is whether or not a CVD event occurs that is important to patients.

However, details of the LDL-cholesterol reduction during treatment (continuous;
final score in preference to change score if available) will be extracted, although
not analysed as an outcome. This will provide useful information on the observed
achieved reductions or increase with reference to the dietary cholesterol levels.
This will contextualise the risk reductions for the listed outcomes in terms of the
LDL-cholesterol reduction that led to that effect.

For Ml and stroke, non-fatal events will be the preferred outcome measure.
However, if only total (fatal and non-fatal) events are reported in a trial this will be
included for these outcomes. This will not be downgraded for indirectness as the
effect on fatal and non-fatal ischaemic events is similar.

All references identified by the searches and from other sources will be uploaded
into EPPI reviewer and de-duplicated. All references identified by the searches
and from other sources will be screened for inclusion.

10% of the abstracts will be reviewed by two reviewers, with any disagreements
resolved by discussion or, if necessary, a third independent reviewer.

The full text of potentially eligible studies will be retrieved and will be assessed in
line with the criteria outlined above.

13
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ID

14.

15.

Field

Risk of bias (quality) assessment

Strategy for data synthesis

Content
A standardised form will be used to extract data from studies (see Developing
NICE guidelines: the manual section 6.4).

10% of all evidence reviews are quality assured by a senior research fellow. This
includes checking:

papers were included /excluded appropriately
a sample of the data extractions

correct methods are used to synthesise data
a sample of the risk of bias assessments

Disagreements between the review authors over the risk of bias in particular
studies will be resolved by discussion, with involvement of a third review author
where necessary.

Study investigators may be contacted for missing data where time and resources
allow.

Risk of bias will be assessed using the following checklists as described in
Developing NICE guidelines: the manual.

Systematic reviews: Risk of Bias in Systematic Reviews (ROBIS)
Randomised Controlled Trial: Cochrane RoB (2.0)
Non randomised study, including cohort studies: Cochrane ROBINS-I

Pairwise meta-analyses will be performed using Cochrane Review Manager
(RevManb5). Fixed-effects (Mantel-Haenszel) techniques will be used to calculate
risk ratios for the binary outcomes where possible. Continuous outcomes will be
analysed using an inverse variance method for pooling weighted mean
differences.

As no studies in CG181 assessed dietary cholesterol as the sole intervention, new
data will not be meta-analysed with data included in CG181.

For time-to-event outcomes, if sufficient information is provided, hazard ratios will
be reported in addition to risk ratios. Only one measure will be considered for
decision making. This will be agreed with the committee taking into account the
proportion of studies that report sufficient data to calculate the risk ratio and the
hazard ratio, in order to maximise the available pooled data. If there are

14
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ID

16.

Field

Analysis of sub-groups

Content

differences in effect estimates between the two measures, potential reasons for
this will be considered in the interpretation of the evidence.

For continuous outcomes, if the same outcome is reported on different numerical
scales these will be pooled where possible. If the studies use the same outcome
measured in different units, this will be converted one to another using a simple
multiplier. Otherwise, the standardised mean difference will be calculated if
different scales are used for the same outcome across studies.

Heterogeneity between the studies in effect measures will be assessed using the
I? statistic and visually inspected. An I? value greater than 50% will be considered
indicative of substantial heterogeneity. Sensitivity analyses will be conducted
based on pre-specified subgroups, including studies at higher risk of bias, using
stratified meta-analysis to explore the heterogeneity in effect estimates. If this
does not explain the heterogeneity, the results will be presented pooled using
random-effects.

GRADEpro will be used to assess the quality of evidence for each outcome, taking
into account individual study quality and the meta-analysis results. The 4 main
quality elements (risk of bias, indirectness, inconsistency and imprecision) will be
appraised for each outcome.

Publication bias will be considered with the guideline committee, and if suspected
will be tested for when there are more than 5 studies for that outcome.

The risk of bias across all available evidence will be evaluated for each outcome
using an adaptation of the ‘Grading of Recommendations Assessment,
Development and Evaluation (GRADE) toolbox’ developed by the international
GRADE working group http://www.gradeworkinggroup.org/

If published individual participant data meta-analyses are included, any additional
studies identified for inclusion (that are not included within the published analysis)
will be analysed separately, and individual participant data will not be sought.
Where meta-analysis is not possible, data will be presented and quality assessed
individually per study and outcome. Data from observational studies will be
considered for meta-analysis. Pooling of outcome data will only be conducted if
the populations, interventions, comparisons and confounders accounted for are
sufficiently similar between studies.

Subgroups that will be investigated if heterogeneity is present:

15
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ID

17.

18.
19.
20.
21.
22.

Field

Type and method of review

Language

Country

Anticipated or actual start date
Anticipated completion date

Stage of review at time of this submission

Content

¢ Level of dietary cholesterol intake reduction compared to control (or absolute
level of intake in experimental group e.g. >900 mg/d, 650-899 mg/d and <650
mg/d)

e Age: <75 versus 275

e Sex

o Ethnicity/family origin: black, Asian, white, mixed, other

¢ People with versus without a family history of CVD

e Socioeconomic group

e Presence versus absence of CKD

e Presence versus absence of autoimmune disease

e Presence versus absence of serious mental iliness

Intervention

O Diagnostic

O Prognostic

O Qualitative

O Epidemiologic

O Service Delivery

O Other (please specify)

English

England

21.03.2022

19.04.2023

Review stage Started Completed
Preliminary searches v [v
Piloting of the study selection v v
process

16
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23.

24,

25.

26.

Field

Named contact

Review team members

Funding sources/sponsor

Conflicts of interest

Content

Formal screening of search results  [v v
against eligibility criteria

Data extraction v v
Risk of bias (quality) assessment v v
Data analysis v v

5a. Named contact
NICE Guideline Development Team NGC

5b Named contact e-mail

CVDupdate@nice.org.uk

5e Organisational affiliation of the review

National Institute for Health and Care Excellence (NICE)
From the NICE Guideline Development Team NGC:

e Serena Carville, Guideline lead

Eleanor Samarasekera, Senior systematic reviewer
Maheen Qureshi, Systematic reviewer

Kate Lovibond, Health economist

Lina Gulhane, Information specialist

This systematic review is being completed by the National Guideline Centre which
receives funding from NICE.

All guideline committee members and anyone who has direct input into NICE
guidelines (including the evidence review team and expert witnesses) must
declare any potential conflicts of interest in line with NICE's code of practice for
declaring and dealing with conflicts of interest. Any relevant interests, or changes
to interests, will also be declared publicly at the start of each guideline committee
meeting. Before each meeting, any potential conflicts of interest will be considered
by the guideline committee Chair and a senior member of the development team.
Any decisions to exclude a person from all or part of a meeting will be
documented. Any changes to a member's declaration of interests will be recorded

17
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27.

28.
20.
30.

31.
32.

33.

34.
35.

Field

Collaborators

Other registration details
Reference/URL for published protocol
Dissemination plans

Keywords
Details of existing review of same topic by same authors

Current review status

Additional information
Details of final publication

Content

in the minutes of the meeting. Declarations of interests will be published with the
final guideline.

Development of this systematic review will be overseen by an advisory committee
who will use the review to inform the development of evidence-based
recommendations in line with section 3 of Developing NICE guidelines: the
manual. Members of the guideline committee are available on the NICE website:
https://www.nice.org.uk/guidance/indevelopment/gid-ng10178

NA

NICE may use a range of different methods to raise awareness of the guideline.
These include standard approaches such as:

notifying registered stakeholders of publication
publicising the guideline through NICE's newsletter and alerts

issuing a press release or briefing as appropriate, posting news articles on the
NICE website, using social media channels, and publicising the guideline within
NICE.

Cardiovascular disease; lipid modification; cholesterol; diet.

NA

Ongoing

O Completed but not published

O Completed and published

O Completed, published and being updated
O Discontinued

NA

Wwww.nice.org.uk
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A.2 Health economic review protocol
Review question All questions — health economic evidence
Objectives To identify health economic studies relevant to any of the review questions.

Search criteria e Populations, interventions and comparators must be as specified in the clinical review protocol above.

e Studies must be of a relevant health economic study design (cost—utility analysis, cost-effectiveness analysis, cost—benefit
analysis, cost—consequences analysis, comparative cost analysis).

o Studies must not be a letter, editorial or commentary, or a review of health economic evaluations. (Recent reviews will be ordered
although not reviewed. The bibliographies will be checked for relevant studies, which will then be ordered.)

¢ Unpublished reports will not be considered unless submitted as part of a call for evidence.
e Studies must be in English.

Search strategy A health economic study search will be undertaken using population-specific terms and a health economic study filter — see
appendix B below.

Databases searched:

o Centre for Reviews and Dissemination NHS Economic Evaluations Database (NHS EED) — all years (closed to new records April
2015)

o Centre for Reviews and Dissemination Health Technology Assessment database — all years (closed to new records March 2018)
¢ International HTA database (INAHTA) — all years
e Medline and Embase — from 2014 (due to NHS EED closure)

Review strategy Studies not meeting any of the search criteria above will be excluded. Studies published before 2007, abstract-only studies and
studies from non-OECD countries or the USA will also be excluded.

Studies included in the 2014 CG181 update and published between 2007 and 2014 CG181 cut-off date (November 2013) will be
reconsidered for inclusion as per this protocol. Studies identified in the update search published since November 2013 will be
considered for inclusions as per this protocol.

Each remaining study will be assessed for applicability and methodological limitations using the NICE economic evaluation checklist
which can be found in appendix H of Developing NICE guidelines: the manual (2014)’

Inclusion and exclusion criteria

o If a study is rated as both ‘Directly applicable’ and with ‘Minor limitations’ then it will be included in the guideline. A health economic
evidence table will be completed and it will be included in the health economic evidence profile.
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o If a study is rated as either ‘Not applicable’ or with ‘Very serious limitations’ then it will usually be excluded from the guideline. If it is
excluded then a health economic evidence table will not be completed and it will not be included in the health economic evidence
profile.

o If a study is rated as ‘Partially applicable’, with ‘Potentially serious limitations’ or both then there is discretion over whether it should
be included.

Where there is discretion

The health economist will make a decision based on the relative applicability and quality of the available evidence for that question,
in discussion with the guideline committee if required. The ultimate aim is to include health economic studies that are helpful for
decision-making in the context of the guideline and the current NHS setting. If several studies are considered of sufficiently high
applicability and methodological quality that they could all be included, then the health economist, in discussion with the committee if
required, may decide to include only the most applicable studies and to selectively exclude the remaining studies. All studies
excluded on the basis of applicability or methodological limitations will be listed with explanation in the excluded health economic
studies appendix below.

The health economist will be guided by the following hierarchies.

Setting:

o UK NHS (most applicable).

e OECD countries with predominantly public health insurance systems (for example, France, Germany, Sweden).
e OECD countries with predominantly private health insurance systems (for example, Switzerland).

¢ Studies set in non-OECD countries or in the USA will be excluded before being assessed for applicability and methodological
limitations.

Health economic study type:

o Cost-utility analysis (most applicable).

o Other type of full economic evaluation (cost—benefit analysis, cost-effectiveness analysis, cost—consequences analysis).
o Comparative cost analysis.

o Non-comparative cost analyses including cost-of-illness studies will be excluded before being assessed for applicability and
methodological limitations.

Year of analysis:
e The more recent the study, the more applicable it will be.

20
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o Studies published in 2007 or later but that depend on unit costs and resource data entirely or predominantly from before 2007 will
be rated as ‘Not applicable’.

e Studies published before 2007 will be excluded before being assessed for applicability and methodological limitations.
Quality and relevance of effectiveness data used in the health economic analysis:

e The more closely the clinical effectiveness data used in the health economic analysis match with the outcomes of the studies
included in the clinical review the more useful the analysis will be for decision-making in the guideline.
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Appendix B Literature search strategies

B.1 Clinical search literature search strategies:
Cardiovascular disease prevention: dietary cholesterol
strategies for adults

The literature searches detailed below are for the review:

What is the clinical and cost effectiveness of dietary cholesterol strategies compared with
usual diet for adults without established CVD and with established CVD?

They complied with the methodology outlined in Developing NICE guidelines: the
manual.(NICE2014)

For more information, please see the Methodology review published as part of the
accompanying documents for this guideline.

Searches were constructed using a PICO framework where population (P) terms were
combined with Intervention (1) and in some cases Comparison (C) terms. Outcomes (O) are
rarely used in search strategies as these concepts may not be indexed or described in the
title or abstract and are therefore difficult to retrieve. Search filters were applied to the search
where appropriate.

Table 2: Database parameters, filters and limits applied
Database Dates searched Search filter used

Medline (OVID) 1946 — 13 June 2022 Randomised controlled trials
Systematic review studies

Exclusions (animal studies,
letters, comments, editorials,
case studies/reports, children)

English language
Embase (OVID) 1974 — 13 June 2022 Randomised controlled trials
Systematic review studies

Exclusions (animal studies,
letters, comments, editorials,
case studies/reports,
conference abstracts, children)

English language
The Cochrane Library (Wiley) Cochrane Database of Exclusions (clinical trials,
Systematic Reviews to conference abstracts)
Issue 6 of 12, June 2022

Cochrane Central Register of
Controlled Trials to

Issue 6 of 12, June 2022
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Database Dates searched Search filter used
Epistemonikos Inception to 13 June 2022 Systematic review

(The Epistemonikos

Foundation) Exclusions (Cochrane reviews)

Medline (Ovid) search terms

1. *Cardiovascular Diseases/

2. *Heart diseases/

3. *Myocardial Ischemia/

4. exp *Angina Pectoris/

5. *Coronary Disease/

6. *Coronary Artery Disease/

7. exp *Coronary Stenosis/

8. *Myocardial Infarction/

9. exp *Heart Failure/

10. *Arrhythmias, cardiac/ or *Atrial fibrillation/

1. *Vascular Diseases/

12. *Hypertension/

13. *Atherosclerosis/

14. *Peripheral Arterial Disease/

15. *Peripheral Vascular Diseases/

16. *Arteriosclerosis/

17. *Cerebrovascular Disorders/

18. exp *Stroke/

19. exp *brain ischemia/

20. exp *heart arrest/

21. ((cardiovascular or cardio vascular) adj3 (event* or disease* or disorder*)).ti,ab.

22. ((coronary or peripheral vascular or heart or peripheral arter*) adj3 (disease* or
event® or disorder*)).ti,ab.

23. (MI or myocardial infarct*).ti,ab.

24. ((heart or cardiopulmonary or cardiac) adj3 (death* or arrest* or attack®)).ti,ab.

25. (CVD or CHD or CAD or PAD or CVA).ti,ab.

26. (hypertension or hypertensive®).ti,ab.

27. ((high or raised or elevated) adj2 (blood pressure or bp)).ti,ab.

28. (atheroscleros* or arterioscleros®).ti,ab.

29. (cerebrovascular accident™ or cerebrovascular disorder* or strokes or
stroke).ti,ab.

30. (ACS or angina or acute coronary syndrome*).ti,ab.

31. (AF or atrial fibrillation).ti,ab.

32. ((chronic or congestive) adj2 heart failure).ti,ab.

33. or/1-32
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34. letter/

35. editorial/

36. news/

37. exp historical article/

38. Anecdotes as Topic/

39. comment/

40. case report/

41. (letter or comment*).ti.

42, or/34-41

43. randomized controlled trial/ or random®.ti,ab.

44, 42 not 43

45. animals/ not humans/

46. exp Animals, Laboratory/

47. exp Animal Experimentation/

48. exp Models, Animal/

49. exp Rodentia/

50. (rat or rats or mouse or mice or rodent*).ti.

51. or/44-50

52. 33 not 51

53. (exp child/ or exp pediatrics/ or exp infant/) not (exp adolescent/ or exp adult/ or
exp middle age/ or exp aged/)

54. 52 not 53

55. limit 54 to English language

56. exp *Diet/ or exp *Diet Therapy/

57. exp *Cholesterol/

58. 56 and 57

59. *Cholesterol, Dietary/

60. ((diet* or consum* or eat* or intake) adj3 (lipid* or fat or fats or cholesterol* or
epicholesterol*)).ti,ab.

61. (serum adj2 (cholesterol* or epicholesterol)).ti,ab.

62. ((fat or fats) adj2 (saturate* or unsaturate* or polyunsaturate®)).ti,ab.

63. (egg* adj3 (diet* or consum* or eat* or intake or cholesterol* or amount* or
number* or high*)).ti,ab.

64. DIABEGG.ti,ab,kf.

65. or/58-64

66. 55 and 65

67. Meta-Analysis/

68. Meta-Analysis as Topic/

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

70. ((systematic* or evidence™) adj3 (review* or overview™)).ti,ab.

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

72. (search strategy or search criteria or systematic search or study selection or
data extraction).ab.
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73. (search* adj4 literature).ab.

74. (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.

75. cochrane.jw.

76. ((multiple treatment* or indirect or mixed) adj2 comparison®).ti,ab.

77. or/67-76

78. randomized controlled trial.pt.

79. controlled clinical trial.pt.

80. randomi#ed.ab.

81. placebo.ab.

82. randomly.ab.

83. clinical trials as topic.sh.

84. trial.ti.

85. or/78-84

86. exp *Cohort studies/

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

88. ((longitudinal or retrospective or prospective) and (study or studies or review or
analys* or cohort* or data)).ti,ab.

89. or/86-88

90. 66 and (77 or 85 or 89)

Embase (Ovid) search terms

1. *cardiovascular disease/

2. *coronary artery disease/

3. *vascular disease/

4. *coronary artery atherosclerosis/

5. *peripheral vascular disease/

6. *peripheral occlusive artery disease/

7. *arteriosclerosis/

8. *ischemic heart disease/

9. exp *Stroke/ or *stroke patient/

10. *coronary artery obstruction/

11. *hypertension/

12. *heart disease/

13. *heart arrhythmia/

14. *heart fibrillation/ or *heart atrium fibrillation/
15. *heart failure/ or exp *congestive heart failure/
16. *acute coronary syndrome/ or exp *angina pectoris/ or *heart infarction/
17. *cerebrovascular disease/

18. *cerebrovascular accident/

19. exp *brain ischemia/

20. exp *heart arrest/ or *heart death/

21. *brain infarction/

22. *atherosclerosis/
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23. ((cardiovascular or cardio vascular) adj3 (event* or disease* or disorder*)).ti,ab.

24. ((coronary or peripheral vascular or heart or peripheral arter*) adj3 (disease* or
event® or disorder*)).ti,ab.

25. (MI or myocardial infarct*).ti,ab.

26. ((heart or cardiopulmonary or cardiac) adj3 (death* or arrest* or attack®)).ti,ab.

27. (CVD or CHD or CAD or PAD or CVA).ti,ab.

28. (hypertension or hypertensive*).ti,ab.

29. ((high or raised or elevated) adj2 (blood pressure or bp)).ti,ab.

30. (atheroscleros™ or arterioscleros®).ti,ab.

31. (cerebrovascular accident* or cerebrovascular disorder* or strokes or
stroke).ti,ab.

32. (ACS or angina or acute coronary syndrome*).ti,ab.

33. (AF or atrial fibrillation).ti,ab.

34. ((chronic or congestive) adj2 heart failure).ti,ab.

35. or/1-34

36. letter.pt. or letter/

37. note.pt.

38. editorial.pt.

39. case report/ or case study/

40. (letter or comment*).ti.

41. (conference abstract® or conference review or conference paper or conference
proceeding).db,pt,su.

42. or/36-41

43. randomized controlled trial/ or random*.ti,ab.

44, 42 not 43

45. animal/ not human/

46. nonhuman/

47. exp Animal Experiment/

48. exp Experimental Animal/

49. animal model/

50. exp Rodent/

51. (rat or rats or mouse or mice or rodent*).ti.

52. or/44-51

53. 35 not 52

54, limit 53 to English language

55. (exp child/ or exp pediatrics/) not (exp adult/ or exp adolescent/)

56. 54 not 55

57. exp *Diet/ or exp *Diet Therapy/

58. exp *Cholesterol/

59. 57 and 58

60. *Cholesterol, intake/

61. ((diet* or consum™ or eat* or intake or amount*) adj3 (lipid* or fat or fats or
cholesterol* or epicholesterol*)).ti,ab.

62. (serum adj2 (cholesterol* or epicholesterol)).ti,ab.
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63. ((fat or fats) adj2 (saturate* or unsaturate* or polyunsaturate™)).ti,ab.

64. (egg™ adj3 (diet* or consum® or eat* or intake or cholesterol* or amount* or
number* or high*)).ti,ab.

65. DIABEGG.ti,ab,kf.

66. or/59-65

67. 56 and 66

68. random®.ti,ab.

69. factorial®.ti,ab.

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

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

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

73. crossover procedure/

74. single blind procedure/

75. randomized controlled trial/

76. double blind procedure/

77. or/68-76

78. systematic review/

79. Meta-Analysis/

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

81. ((systematic* or evidence*) adj3 (review* or overview*)).ti,ab.

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

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

84. (search* adj4 literature).ab.

85. (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.

86. cochrane.jw.

87. ((multiple treatment® or indirect or mixed) adj2 comparison*).ti,ab.

88. or/78-87

89. *longitudinal study/

90. *retrospective study/

91. *prospective study/

92. *cohort analysis/

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

94. ((longitudinal or retrospective or prospective) and (study or studies or review or
analys* or cohort* or data)).ti,ab.

95. or/89-94

96. 67 and (77 or 88 or 95)

Cochrane Library (Wiley) search terms

#1. MeSH descriptor: [Cardiovascular Diseases] this term only

#2. MeSH descriptor: [Heart Diseases] this term only

#3. MeSH descriptor: [Myocardial Ischemia] this term only
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#4. MeSH descriptor: [Angina Pectoris] explode all trees

#5. MeSH descriptor: [Coronary Disease] this term only

#6. MeSH descriptor: [Coronary Artery Disease] this term only

#i. MeSH descriptor: [Coronary Stenosis] explode all trees

#8. MeSH descriptor: [Myocardial Infarction] this term only

#9. MeSH descriptor: [Heart Failure] explode all trees

#10. MeSH descriptor: [Arrhythmias, Cardiac] this term only

#11. MeSH descriptor: [Vascular Diseases] this term only

#12. MeSH descriptor: [Atrial Fibrillation] this term only

#13. MeSH descriptor: [Hypertension] this term only

#14. MeSH descriptor: [Atherosclerosis] this term only

#15. MeSH descriptor: [Peripheral Vascular Diseases] this term only

#16. MeSH descriptor: [Peripheral Arterial Disease] this term only

#17. MeSH descriptor: [Arteriosclerosis] this term only

#18. MeSH descriptor: [Cerebrovascular Disorders] this term only

#19. MeSH descriptor: [Stroke] explode all trees

#20. MeSH descriptor: [Brain Ischemia] explode all trees

#21. MeSH descriptor: [Heart Arrest] explode all trees

#22. ((cardiovascular or cardio vascular) near/3 (event* or disease* or
disorder*)):ti,ab,kw

#23. ((coronary or peripheral vascular or heart or peripheral arter*) near/3 (disease*
or event* or disorder*)):ti,ab,kw

#24. (MI or myocardial infarct*):ti,ab,kw

#25. ((heart or cardiopulmonary or cardiac) near/3 (death* or arrest* or
attack®)):ti,ab,kw

#26. (CVD or CHD or CAD or PAD or CVA):ti,ab,kw

#27. (hypertension or hypertensive*):ti,ab,kw

#28. ((high or raised or elevated) near/2 (blood pressure or bp)):ti,ab,kw

#29. (atheroscleros* or arterioscleros™):ti,ab,kw

#30. (cerebrovascular accident® or cerebrovascular disorder* or strokes or
stroke):ti,ab,kw

#31. (ACS or angina or acute coronary syndrome*):ti,ab,kw

#32. (AF or atrial fibrillation):ti,ab,kw

#33. ((chronic or congestive) near/2 heart failure):ti,ab,kw

#34. (or #1-#33)

#35. conference:pt or (clinicaltrials or trialsearch):so

#36. #34 not #35

#37. MeSH descriptor: [Diet] explode all trees

#38. MeSH descriptor: [Diet Therapy] explode all trees

#39. #37 or #38

#40. MeSH descriptor: [Cholesterol] explode all trees

#41. #39 and #40

#42. MeSH descriptor: [Cholesterol, Dietary] explode all trees
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#43. ((diet* or consum™ or eat* or intake) near/3 (lipid* or fat or fats or cholesterol* or
epicholesterol*)):ti,ab

#44. serum near/2 (cholesterol* or epicholesterol):ti,ab

#45. ((fat or fats) near/2 (saturate* or unsaturate* or polyunsaturate®)):ti,ab

#46. (egg* near/3 (diet* or consum* or eat* or intake or cholesterol* or amount* or
number* or high*)):ti,ab

#47. DIABEGG:ti,ab

#48. (or #41-#47)

#49. #36 and #48

Epistemonikos search terms

1.

(title:(egg® AND (diet* OR consum™* OR eat* OR intake OR cholesterol* OR
amount® OR number* OR high*)) OR abstract:(egg* AND (diet* OR consum*
OR eat* OR intake OR cholesterol* OR amount* OR number* OR high*))) OR
(title:((title:((fat OR fats) AND (saturate* OR unsaturate® OR polyunsaturate®))
OR abstract:((fat OR fats) AND (saturate® OR unsaturate* OR
polyunsaturate*)))) OR abstract:((title:((fat OR fats) AND (saturate* OR
unsaturate* OR polyunsaturate®)) OR abstract:((fat OR fats) AND (saturate*
OR unsaturate* OR polyunsaturate*))))) OR (title:((title:(serum AND
(cholesterol* OR epicholesterol)) OR abstract:(serum AND (cholesterol* OR
epicholesterol)))) OR abstract:((title:(serum AND (cholesterol* OR
epicholesterol)) OR abstract:(serum AND (cholesterol* OR epicholesterol)))))
OR (title:((title:((diet* OR consum* OR eat* OR intake) AND (lipid* OR fat OR
fats OR cholesterol* OR epicholesterol*)) OR abstract:((diet* OR consum* OR
eat” OR intake) AND (lipid* OR fat OR fats OR cholesterol* OR
epicholesterol*)))) OR abstract:((title:((diet* OR consum* OR eat* OR intake)
AND (lipid* OR fat OR fats OR cholesterol* OR epicholesterol*)) OR
abstract:((diet* OR consum® OR eat* OR intake) AND (lipid* OR fat OR fats
OR cholesterol* OR epicholesterol*))))) AND (title:((title:(Cardiovascular
Disease* OR "Heart disease*" OR "Myocardial Ischemia" OR "Angina Pectoris
OR "Coronary Disease™ OR "Coronary Artery Disease*™ OR "Coronary
Stenosis" OR "Myocardial Infarction*" OR "Heart Failure"” OR Arrhythmia* OR
"Atrial fibrillation" OR "Vascular Disease*" OR Hypertension OR
Atherosclerosis OR "Peripheral Arterial Disease*" OR "Peripheral Vascular
Disease*" OR Arteriosclerosis OR "Cerebrovascular Disorder*™ OR Stroke OR
strokes OR "brain ischemia" OR "heart arrest™ OR "heart attack*" OR "cardiac
arrest™ OR "cardiac attack* OR "heart failure*" OR "high blood pressure" OR
angina OR "acute coronary syndrome*") OR abstract:(Cardiovascular Disease*
OR "Heart disease*" OR "Myocardial Ischemia" OR "Angina Pectoris" OR
"Coronary Disease*" OR "Coronary Artery Disease*" OR "Coronary Stenosis"
OR "Myocardial Infarction*" OR "Heart Failure" OR Arrhythmia* OR "Atrial
fibrillation" OR "Vascular Disease*" OR Hypertension OR Atherosclerosis OR
"Peripheral Arterial Disease™ OR "Peripheral Vascular Disease™ OR
Arteriosclerosis OR "Cerebrovascular Disorder*" OR Stroke OR strokes OR
"brain ischemia" OR "heart arrest™ OR "heart attack*™ OR "cardiac arrest™ OR
"cardiac attack™ OR "heart failure*™ OR "high blood pressure” OR angina OR
"acute coronary syndrome*"))) OR abstract:((title:(Cardiovascular Disease* OR
"Heart disease™ OR "Myocardial Ischemia" OR "Angina Pectoris" OR
"Coronary Disease™" OR "Coronary Artery Disease™ OR "Coronary Stenosis"
OR "Myocardial Infarction*" OR "Heart Failure" OR Arrhythmia* OR "Atrial
fibrillation" OR "Vascular Disease*" OR Hypertension OR Atherosclerosis OR
"Peripheral Arterial Disease™ OR "Peripheral Vascular Disease™ OR
Arteriosclerosis OR "Cerebrovascular Disorder* OR Stroke OR strokes OR
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"brain ischemia" OR "heart arrest™ OR "heart attack*" OR "cardiac arrest*™ OR
"cardiac attack™ OR "heart failure*" OR "high blood pressure" OR angina OR
"acute coronary syndrome*") OR abstract:(Cardiovascular Disease* OR "Heart
disease™ OR "Myocardial Ischemia" OR "Angina Pectoris" OR "Coronary
Disease*" OR "Coronary Artery Disease*" OR "Coronary Stenosis" OR
"Myocardial Infarction™ OR "Heart Failure" OR Arrhythmia* OR "Atrial
fibrillation" OR "Vascular Disease*" OR Hypertension OR Atherosclerosis OR
"Peripheral Arterial Disease*" OR "Peripheral Vascular Disease™ OR
Arteriosclerosis OR "Cerebrovascular Disorder* OR Stroke OR strokes OR
"brain ischemia" OR "heart arrest™ OR "heart attack*" OR "cardiac arrest*™ OR
"cardiac attack™ OR "heart failure*™ OR "high blood pressure" OR angina OR
"acute coronary syndrome*"))))

B.2 Health Economics literature search strategies:

Health economic evidence was identified by conducting literature searches as below.

The following databases were searched: NHS Economic Evaluation Database (NHS EED -
this ceased to be updated after 31st March 2015), Health Technology Assessment database
(HTA - this ceased to be updated from 31st March 2018) and The International Network of
Agencies for Health Technology Assessment (INAHTA). Searches for recent evidence were
run on Medline and Embase from 2014 onwards for health economics, and all years for
quality-of-life studies.

Table 2: Database parameters, filters and limits applied
Search filters and limits

Database Dates searched applied

Medline (OVID) Health Economics Health economics studies
1 January 2014 — 13 June
2022 Exclusions (animal studies,

letters, comments, editorials,
case studies/reports)

English language

Embase (OVID) Health Economics Health economics studies
1 January 2014 — 13 June
2022 Exclusions (animal studies,

letters, comments, editorials,
case studies/reports,
conference abstracts)

English language

NHS Economic Evaluation Inception —31st March 2015
Database (NHS EED)

(Centre for Research and
Dissemination - CRD)

Health Technology Inception — 31st March 2018
Assessment Database (HTA)

(Centre for Research and
Dissemination — CRD)

The International Network of Inception — 13 June 2022 English language
Agencies for Health
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Database

Search filters and limits
Dates searched applied

Technology Assessment

(INAHTA)

Medline (Ovid) search terms

1. *Cardiovascular Diseases/

2. *Heart diseases/

3. *Myocardial Ischemia/

4. exp *Angina Pectoris/

5. *Coronary Disease/

6. *Coronary Artery Disease/

7. exp *Coronary Stenosis/

8. *Myocardial Infarction/

9. exp *Heart Failure/

10. *Arrhythmias, cardiac/ or *Atrial fibrillation/

1. *Vascular Diseases/

12. *Hypertension/

13. *Atherosclerosis/

14. *Peripheral Arterial Disease/

15. *Peripheral Vascular Diseases/

16. *Arteriosclerosis/

17. *Cerebrovascular Disorders/

18. exp *Stroke/

19. exp *brain ischemia/

20. exp *heart arrest/

21. ((cardiovascular or cardio vascular) adj3 (event* or disease* or disorder*)).ti,ab.

22. ((coronary or peripheral vascular or heart or peripheral arter*) adj3 (disease* or
event® or disorder*)).ti,ab.

23. (MI or myocardial infarct*).ti,ab.

24. ((heart or cardiopulmonary or cardiac) adj3 (death* or arrest* or attack®)).ti,ab.

25. (CVD or CHD or CAD or PAD or CVA).ti,ab.

26. (hypertension or hypertensive*).ti,ab.

27. ((high or raised or elevated) adj2 (blood pressure or bp)).ti,ab.

28. (atheroscleros* or arterioscleros®).ti,ab.

29. (cerebrovascular accident® or cerebrovascular disorder* or strokes or
stroke).ti,ab.

30. (ACS or angina or acute coronary syndrome®).ti,ab.

31. (AF or atrial fibrillation).ti,ab.

32. ((chronic or congestive) adj2 heart failure).ti,ab.

33. or/1-32

34. letter/
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35. editorial/

36. news/

37. exp historical article/

38. Anecdotes as Topic/

39. comment/

40. case report/

41. (letter or comment*).ti.

42. or/34-41

43. randomized controlled trial/ or random®.ti,ab.

44, 42 not 43

45. animals/ not humans/

46. exp Animals, Laboratory/

47. exp Animal Experimentation/

48. exp Models, Animal/

49. exp Rodentia/

50. (rat or rats or mouse or mice or rodent*).ti.

51. or/44-50

52. 33 not 51

53. limit 52 to English language

54. exp *Diet/

55. exp *Diet Therapy/

56. Diet, healthy/

57. (Mediterranean adj3 (food* or nutrition* or eat* or diet*)).ti,ab,kf.

58. ("DASH" adj diet*).ti,ab,kf.

59. (diet* adj2 (therap* or change* or intervention* or treatment* or approach* or
strateg™ or modif* or restrict* or pattern* or health* or adjust or alter*)).ti,ab,kf.

60. exp *plant oils/

61. ((plant* or vegetable* or rapeseed or corn or cottonseed or linseed or olive or
peanut or rice bran or safflower or sesame or soybean or sunflower or nut or
groundnut or walnut or avocado) adj2 (oil* or spread* or butter*or fat*)).ti,ab,kf.

62. *Cholesterol, Dietary/

63. ((diet* or consum™ or eat* or intake or amount* or food*) adj3 (lipid* or fat* or
cholesterol* or epicholesterol*)).ti,ab.

64. (serum adj2 (cholesterol* or epicholesterol)).ti,ab.

65. ((fat or fats) adj2 (saturate* or unsaturate* or polyunsaturate®)).ti,ab.

66. (egg™ adj3 (diet* or consum* or eat* or intake or cholesterol* or amount* or
number* or high*)).ti,ab.

67. DIABEGG.ti,ab,kf.

68. or/54-67

69. 53 and 68

70. economics/

7. value of life/

72. exp "costs and cost analysis"/
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73. exp Economics, Hospital/

74. exp Economics, medical/

75. Economics, nursing/

76. economics, pharmaceutical/

7. exp "Fees and Charges"/

78. exp budgets/

79. budget*.ti,ab.

80. cost™.ti.

81. (economic* or pharmaco?economic*).ti.

82. (price* or pricing*).ti,ab.

83. (cost* adj2 (effectiv® or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.

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

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

86. or/70-85

87. 69 and 86

88. limit 87 to yr="2014 -Current"

Embase (Ovid) search terms

1. *cardiovascular disease/

2. *coronary artery disease/

3. *vascular disease/

4. *coronary artery atherosclerosis/

5. *peripheral vascular disease/

6. *peripheral occlusive artery disease/

7. *arteriosclerosis/

8. *ischemic heart disease/

9. exp *Stroke/ or *stroke patient/

10. *coronary artery obstruction/

11. *hypertension/

12. *heart disease/

13. *heart arrhythmia/

14. *heart fibrillation/ or *heart atrium fibrillation/
15. *heart failure/ or exp *congestive heart failure/
16. *acute coronary syndrome/ or exp *angina pectoris/ or *heart infarction/
17. *cerebrovascular disease/

18. *cerebrovascular accident/

19. exp *brain ischemia/

20. exp *heart arrest/ or *heart death/

21. *brain infarction/

22. *atherosclerosis/
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23. ((cardiovascular or cardio vascular) adj3 (event* or disease* or disorder*)).ti,ab.

24. ((coronary or peripheral vascular or heart or peripheral arter*) adj3 (disease* or
event® or disorder*)).ti,ab.

25. (MI or myocardial infarct*).ti,ab.

26. ((heart or cardiopulmonary or cardiac) adj3 (death* or arrest* or attack®)).ti,ab.

27. (CVD or CHD or CAD or PAD or CVA).ti,ab.

28. (hypertension or hypertensive*).ti,ab.

29. ((high or raised or elevated) adj2 (blood pressure or bp)).ti,ab.

30. (atheroscleros™ or arterioscleros®).ti,ab.

31. (cerebrovascular accident* or cerebrovascular disorder* or strokes or
stroke).ti,ab.

32. (ACS or angina or acute coronary syndrome*).ti,ab.

33. (AF or atrial fibrillation).ti,ab.

34. ((chronic or congestive) adj2 heart failure).ti,ab.

35. or/1-34

36. letter.pt. or letter/

37. note.pt.

38. editorial.pt.

39. case report/ or case study/

40. (letter or comment*).ti.

41. (conference abstract or conference paper).pt.

42. or/36-41

43. randomized controlled trial/ or random*.ti,ab.

44, 42 not 43

45. animal/ not human/

46. nonhuman/

47. exp Animal Experiment/

48. exp Experimental Animal/

49. animal model/

50. exp Rodent/

51. (rat or rats or mouse or mice or rodent*).ti.

52. or/44-51

53. 35 not 52

54, limit 53 to English language

55. exp *Diet/

56. exp *Diet Therapy/

S7. (Mediterranean adj3 (food* or nutrition* or eat* or diet*)).ti,ab,kf.

58. ("DASH" adj diet*).ti,ab,kf.

59. (diet* adj2 (therap* or change* or intervention* or treatment* or approach* or
strateg™ or modif* or restrict* or pattern* or health* or adjust or alter*)).ti,ab,kf.

60. exp *plant oils/

61. ((plant* or vegetable* or rapeseed or corn or cottonseed or linseed or olive or
peanut or rice bran or safflower or sesame or soybean or sunflower or nut or
groundnut or walnut or avocado) adj2 (oil* or spread* or butter*or fat*)).ti,ab,kf.
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62. *Cholesterol, Dietary/

63. *Cholesterol, Intake/

64. ((diet* or consum* or eat* or intake or amount* or food*) adj3 (lipid* or fat* or
cholesterol* or epicholesterol*)).ti,ab.

65. (serum adj2 (cholesterol* or epicholesterol)).ti,ab.

66. ((fat or fats) adj2 (saturate* or unsaturate* or polyunsaturate™)).ti,ab.

67. (egg™ adj3 (diet* or consum® or eat* or intake or cholesterol* or amount* or
number* or high*)).ti,ab.

68. DIABEGG.ti,ab,kf.

69. or/55-68

70. 54 and 69

7. health economics/

72. exp economic evaluation/

73. exp health care cost/

74. exp fee/

75. budget/

76. funding/

7. budget®.ti,ab.

78. cost™.ti.

79. (economic* or pharmaco?economic*).ti.

80. (price™ or pricing*).ti,ab.

81. (cost* adj2 (effectiv® or utilit* or benefit* or minimi* or unit* or estimat* or
variable*)).ab.

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

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

84. or/71-83

85. 70 and 84

86. limit 85 to yr="2014 -Current"

NHS EED and HTA (CRD) search terms

#1. MeSH DESCRIPTOR Cardiovascular Diseases

#2. MeSH DESCRIPTOR Heart diseases

#3. MeSH DESCRIPTOR Myocardial Ischemia

#4. MeSH DESCRIPTOR Angina Pectoris EXPLODE ALL TREES
#5. MeSH DESCRIPTOR Coronary Disease

#6. MeSH DESCRIPTOR Coronary Artery Disease

#7. MeSH DESCRIPTOR Coronary Stenosis EXPLODE ALL TREES
#8. MeSH DESCRIPTOR Myocardial Infarction

#9. MeSH DESCRIPTOR Heart Failure EXPLODE ALL TREES
#10. MeSH DESCRIPTOR Arrhythmias, cardiac

#11. MeSH DESCRIPTOR Atrial fibrillation

#12. MeSH DESCRIPTOR Vascular Diseases

#13. MeSH DESCRIPTOR Hypertension
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#14. MeSH DESCRIPTOR Atherosclerosis

#15. MeSH DESCRIPTOR Peripheral Arterial Disease

#16. MeSH DESCRIPTOR Peripheral Vascular Diseases

#17. MeSH DESCRIPTOR Arteriosclerosis

#18. MeSH DESCRIPTOR Cerebrovascular Disorders

#19. MeSH DESCRIPTOR Stroke EXPLODE ALL TREES

#20. MeSH DESCRIPTOR brain ischemia EXPLODE ALL TREES

#21. MeSH DESCRIPTOR heart arrest EXPLODE ALL TREES

#22. (cardiovascular or cardio vascular) AND (event* or disease* or disorder*)

#23. (coronary or peripheral vascular or heart or peripheral arter*) AND (disease* or
event* or disorder*)

#24. (M1 or myocardial infarct®)

#25. (heart or cardiopulmonary or cardiac) AND (death* or arrest* or attack®)

#26. (CVD or CHD or CAD or PAD or CVA)

#27. (hypertension or hypertensive™)

#28. (high or raised or elevated) AND (blood pressure or bp)

#29. (atheroscleros* or arterioscleros®)

#30. (cerebrovascular accident* or cerebrovascular disorder* or strokes or stroke)

#31. (ACS or angina or acute coronary syndrome®)

#32. (AF or atrial fibrillation)

#33. (chronic or congestive) AND (heart failure)

#34. #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 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR
#30 OR #31 OR #32 OR #33

#35. MeSH DESCRIPTOR Diet EXPLODE ALL TREES

#36. MeSH DESCRIPTOR Diet Therapy EXPLODE ALL TREES

#37. MeSH DESCRIPTOR Diet, Healthy EXPLODE ALL TREES

#38. (Mediterranean ) AND (food* or nutrition* or eat* or diet*)

#39. ("DASH") AND (diet*)

#40. (diet*) AND (therap* or change* or intervention* or treatment* or approach* or
strateg* or modif* or restrict* or pattern* or health* or adjust or alter*)

#41. MeSH DESCRIPTOR Plant Oils EXPLODE ALL TREES

#42. (plant* or vegetable™ or rapeseed or corn or cottonseed or linseed or olive or
peanut or rice bran or safflower or sesame or soybean or sunflower or nut or
groundnut or walnut or avocado) AND (oil* or spread* or butter*or fat*)

#43. MeSH DESCRIPTOR Cholesterol, Dietary EXPLODE ALL TREES

#44. (diet* or consum* or eat* or intake or amount* or food*) AND (lipid* or fat* or
cholesterol* or epicholesterol*)

#45. (serum) AND (cholesterol* or epicholesterol)

#46. (fat or fats) AND (saturate* or unsaturate® or polyunsaturate®)

#47. (egg*) AND (diet* or consum* or eat* or intake or cholesterol* or amount* or
number* or high*)

#48. (DIABEGG)
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#49. #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42 OR #43 OR
#44 OR #45 OR #46 OR #47 OR #48
#50. #34 AND #49
#51. * IN NHSEED
#52. #50 AND #51
#53. * IN HTA
#54. #50 AND #53
INAHTA search terms

1.

((("Cholesterol, Dietary"[mhe]) OR ((fat or fats) AND (saturated or
unsaturated)) OR ((diet* or food*) AND (lipid* or fat* or cholesterol* or
epicholesterol*)) OR ((plant* or vegetable™ or rapeseed or corn or cottonseed
or linseed or olive or peanut or rice bran or safflower or sesame or soybean or
sunflower or nut or groundnut or walnut or avocado) AND (oil* or spread* or
butter* or fat*)) OR ("Plant Oils"[mhe]) OR ((diet*) AND (therap* or change* or
intervention™ or treatment* or approach* or strateg* or modif* or restrict* or
pattern* or health* or adjust or alter*)) OR ((DASH) AND (DIET*)) OR
((Mediterranean) AND (food* or nutrition* or eat* or diet*)) OR ("Diet,
Healthy"[mhe]) OR ("Drug Therapy"[mhe]) OR ("Diet"[mhe])) AND
("Cardiovascular Diseases"[mhe])) OR (((DIABEGG) OR (((fat or fats) and
(saturate* or unsaturate* or polyunsaturate*))) OR ((serum and (cholesterol* or
epicholesterol))) OR (((diet* or consum* or eat* or intake or amount*) AND
(lipid* or fat or fats or cholesterol* or epicholesterol*)) OR ("Cholesterol,
Dietary"[mhe]) OR (("Diet"[mhe] or "Diet Therapy"[mhe] and
"cholesterol"[mhe])[mh])) OR (DIABEGG) OR ((egg* and (diet* or consum™* or
eat” or intake or cholesterol* or amount* or number* or high*))) OR (((fat or
fats) and (saturate* or unsaturate* or polyunsaturate*))) OR ((serum and
(cholesterol* or epicholesterol))) OR (((diet* or consum* or eat* or intake or
amount*) AND (lipid* or fat or fats or cholesterol* or epicholesterol*)) OR
("Cholesterol, Dietary"[mhe]) OR (("Diet"[mhe] or "Diet Therapy"[mhe] and

"cholesterol"[mhe])[mh]))
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Appendix C Effectiveness evidence study selection

Figure 1: Flow chart of clinical study selection for the review of dietary cholesterol
Records identified through Additional records identified through
database searching, n=9310 other sources, n=0

L 4

Records screened in sift, n=9310

Records excluded in sift, n= 9179

A 4

\ 4

Full-text papers assessed for
eligibility, n=131

!

v Papers excluded from review, n=131

Papers included in review, n=0
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Appendix D Economic evidence study selection

Figure 2: Flow chart of health economic study selection for the guideline — dietary

cholesterol
) . . o
Records identified through database Additional records identified through other sources:
searching, n=1139 n=0
Additional studies included in CG181 dietary
)y interventions review: n=2
< |
\ 4
Records screened in 13t sift, n=1141
| Records excluded* in 1% sift, n=1139
\ 4
Full-text papers assessed for eligibility
in 2" sift, n=2
Papers excluded* in 2" sift, n=2
\ 4 g
\
Full-text papers assessed for
applicability and quality of
methodology, n=0
\, J
\ 4 \ 4 y
Papers included, n=0 Papers selectively excluded, Papers excluded, n=0

n=0

* Non-relevant population, intervention, comparison, design or setting; non-English language
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Appendix E Economic evidence tables

None.
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Appendix F Health economic model

This area was not prioritised for new cost-effectiveness analysis.
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Appendix G Excluded studies

G.1 Clinical studies

Table 3: Studies excluded from the clinical review

Study

Abdollahi, Anna M, Virtanen, Heli E K,
Voutilainen, Sari et al. (2019) Egg consumption,
cholesterol intake, and risk of incident stroke in
men: the Kuopio Ischaemic Heart Disease Risk
Factor Study. The American journal of clinical
nutrition 110(1): 169-176

Alexander, Dominik D, Miller, Paula E, Vargas,
Ashley J et al. (2016) Meta-analysis of Eqg
Consumption and Risk of Coronary Heart
Disease and Stroke. Journal of the American
College of Nutrition 35(8): 704-716

Amsterdam, E A; Hyson, D; Kappagoda, C T
(1994) Nonpharmacologic therapy for coronary
artery atherosclerosis: results of primary and
secondary prevention trials. American heart
journal 128(6pt2): 1344-52

Anonymous (1986) Coronary heart disease
death, nonfatal acute myocardial infarction and
other clinical outcomes in the Multiple Risk
Factor Intervention Trial. Multiple Risk Factor
Intervention Trial Research Group. The
American journal of cardiology 58(1): 1-13

Anonymous. (2004) The less than dramatic
impact on CVD of dietary cholesterol. Canadian
family physician Medecin de famille canadien
50: 1488-1489

Arora, R.C.; Agarwal, N.; Singh, D.K. (1991) A
study of short term lipoprotein changes induced
by single high cholesterol diet in healthy and
diseases human volunteers. Materia medica
Polona. Polish journal of medicine and
pharmacy 23(4): 299-301

Atkins, D, Psaty, B M, Koepsell, T D et al. (1993)
Cholesterol reduction and the risk for stroke in
men. A meta-analysis of randomized, controlled
trials. Annals of internal medicine 119(2): 136-45

Ballesteros, M., Valenzuela, F., Robles, A. et al.
(2014) One egg a day does not increase the risk
for cardiovascular disease in diabetic patients.
FASEB Journal 28(1suppl1)

Ballesteros, Martha Nydia, Valenzuela, Fabrizio,
Robles, Alima E et al. (2015) One Egqg per Day
Improves Inflammation when Compared to an
Oatmeal-Based Breakfast without Increasing
Other Cardiometabolic Risk Factors in Diabetic
Patients. Nutrients 7(5): 3449-63

Bamfo, R. and Jamerson, K. (2008) Therapeutic
lifestyle changes diet vs atkins diet for efficacy of
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Exclusion reason
- Non-randomised study: prognostic design

- Systematic review of prognostic studies

- Review article but not a systematic review

- Study does not contain an intervention relevant
to this review protocol

- Not a peer-reviewed publication

- Follow-up < 1 year

- Systematic review of prognostic studies

- Follow-up < 1 year

- Study design not relevant to this review
protocol - cross over RCT

- Follow-up < 1 year

- Study does not contain an intervention relevant
to this review protocol


https://doi.org/10.1093/ajcn/nqz066
https://doi.org/10.1093/ajcn/nqz066
https://doi.org/10.1093/ajcn/nqz066
https://doi.org/10.1093/ajcn/nqz066
https://doi.org/10.1093/ajcn/nqz066
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med13&NEWS=N&AN=27710205
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med13&NEWS=N&AN=27710205
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med13&NEWS=N&AN=27710205
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med13&NEWS=N&AN=27710205
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=7977017
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=7977017
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=7977017
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=7977017
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med2&NEWS=N&AN=2873741
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med2&NEWS=N&AN=2873741
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med2&NEWS=N&AN=2873741
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med2&NEWS=N&AN=2873741
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med2&NEWS=N&AN=2873741
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed8&NEWS=N&AN=39687549
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed8&NEWS=N&AN=39687549
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=22986256
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=22986256
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=22986256
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=22986256
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=8305001
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=8305001
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=8305001
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=8305001
http://www.fasebj.org/content/28/1_Supplement/381.5.abstract?sid=7b231546-293c-4fd3-b52e-f6fc0c417dd0
http://www.fasebj.org/content/28/1_Supplement/381.5.abstract?sid=7b231546-293c-4fd3-b52e-f6fc0c417dd0
http://www.fasebj.org/content/28/1_Supplement/381.5.abstract?sid=7b231546-293c-4fd3-b52e-f6fc0c417dd0
https://doi.org/10.3390/nu7053449
https://doi.org/10.3390/nu7053449
https://doi.org/10.3390/nu7053449
https://doi.org/10.3390/nu7053449
https://doi.org/10.3390/nu7053449
https://doi.org/10.3390/nu7053449
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed10&NEWS=N&AN=354274866
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed10&NEWS=N&AN=354274866
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Study

cholesterol lowering. Ethnicity and Disease
18(2suppl1): 171-s173

Barratt, A, Reznik, R, Irwig, L et al. (1994) Work-
site cholesterol screening and dietary
intervention: the Staff Healthy Heart Project.
Steering Committee. American journal of public
health 84(5): 779-782

Bell, M and Dippe, S E (1988) Recognition and
treatment of hypercholesterolemia in a family
practice center. The Journal of family practice
26(5): 507-13

Berger, S., Raman, G., Vishwanathan, R. et al.
(2014) Dietary cholesterol and heart health: A
systematic review and meta-analysis. FASEB
Journal 28(1suppl1)

Berger, Samantha, Raman, Gowri,
Vishwanathan, Rohini et al. (2015) Dietary
cholesterol and cardiovascular disease: a
systematic review and meta-analysis. The
American journal of clinical nutrition 102(2): 276-
94

Blankenhorn, D.H. et al. (1989) CLAS: The
Cholesterol Lowering Atherosclerosis Study
effects of diet in the placebo group.
Atherosclerosis VIII: proceedings of the 8th
International Symposium on Atherosclerosis.
ICS817: 741-750

Blesso, Christopher N, Andersen, Catherine J,
Barona, Jacqueline et al. (2013) Effects of
carbohydrate restriction and dietary cholesterol
provided by eggs on clinical risk factors in
metabolic syndrome. Journal of clinical
lipidology 7(5): 463-71

Brown, W V (1990) Clinical trials including an
update on the Helsinki Heart Study. The
American journal of cardiology 66(6): 11a-15a

Bucher, HC; Griffith, LE; Guyatt, GH (1999)
Systematic review on the risk and benefit of
different cholesterol-lowering interventions.
Arteriosclerosis, thrombosis, and vascular
biology 19(2): 187-95

Carson, Jo Ann S, Lichtenstein, Alice H,
Anderson, Cheryl A M et al. (2020) Dietary
Cholesterol and Cardiovascular Risk: A Science
Advisory From the American Heart Association.
Circulation 141(3): €39-e53

Cheng, Pengdfei, Pan, Junxi, Xia, Jinjun et al.
(2018) Dietary cholesterol intake and stroke risk:
a meta-analysis. Oncotarget 9(39): 25698-25707

Chrysant, Steven G and Chrysant, George S
(2021) The Debate Over Egg Consumption and
Incident Cardiovascular Disease. Cardiology in
review 29(5): 238-244

Clifton, P.M., Kestin, M., Abbey, M. et al. (1990)
Relationship between sensitivity to dietary fat
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Exclusion reason

- Follow-up < 1 year

- Study design not relevant to this review
protocol

Retrospective audit

- Systematic review of prognostic studies

- Systematic review of prognostic studies

- Study does not contain an intervention relevant
to this review protocol

- Follow-up < 1 year

- Review article but not a systematic review

- Systematic review does not contain factors of
interest

Statins, fibrates, resins, hormones

- Review article but not a systematic review

- Systematic review of prognostic studies

- Systematic review of prognostic studies

- Follow-up < 1 year


http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed10&NEWS=N&AN=354274866
https://www.cochranelibrary.com/central/doi/10.1002/central/CN-00101167/full
https://www.cochranelibrary.com/central/doi/10.1002/central/CN-00101167/full
https://www.cochranelibrary.com/central/doi/10.1002/central/CN-00101167/full
https://www.cochranelibrary.com/central/doi/10.1002/central/CN-00101167/full
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=3367115
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=3367115
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=3367115
http://www.fasebj.org/content/28/1_Supplement/267.6.abstract?sid=b3a03879-ba5a-4118-8a7a-110d9a314657
http://www.fasebj.org/content/28/1_Supplement/267.6.abstract?sid=b3a03879-ba5a-4118-8a7a-110d9a314657
http://www.fasebj.org/content/28/1_Supplement/267.6.abstract?sid=b3a03879-ba5a-4118-8a7a-110d9a314657
https://doi.org/10.3945/ajcn.114.100305
https://doi.org/10.3945/ajcn.114.100305
https://doi.org/10.3945/ajcn.114.100305
https://doi.org/10.3945/ajcn.114.100305
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=19185174
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=19185174
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=19185174
https://doi.org/10.1016/j.jacl.2013.03.008
https://doi.org/10.1016/j.jacl.2013.03.008
https://doi.org/10.1016/j.jacl.2013.03.008
https://doi.org/10.1016/j.jacl.2013.03.008
https://doi.org/10.1016/j.jacl.2013.03.008
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=2203244
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med3&NEWS=N&AN=2203244
http://www.epistemonikos.org/documents/d8917d754f102eee269adcc91acdda04ba1edbdb
http://www.epistemonikos.org/documents/d8917d754f102eee269adcc91acdda04ba1edbdb
http://www.epistemonikos.org/documents/d8917d754f102eee269adcc91acdda04ba1edbdb
https://doi.org/10.1161/cir.0000000000000743
https://doi.org/10.1161/cir.0000000000000743
https://doi.org/10.1161/cir.0000000000000743
https://doi.org/10.1161/cir.0000000000000743
https://doi.org/10.18632/oncotarget.23933
https://doi.org/10.18632/oncotarget.23933
https://doi.org/10.18632/oncotarget.23933
https://doi.org/10.1097/crd.0000000000000325
https://doi.org/10.1097/crd.0000000000000325
https://doi.org/10.1097/crd.0000000000000325
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=20178669
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=20178669
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Study Exclusion reason

and dietary cholesterol. Arteriosclerosis 10(3):

394-401

Constance, C (2009) The good and the bad: - Review article but not a systematic review

what researchers have learned about dietary
cholesterol, lipid management and
cardiovascular disease risk since the Harvard
Egg Study. International journal of clinical
practice. Supplement: 9-43

Dehghan, Mahshid, Mente, Andrew, - Non-randomised study: prognostic design
Rangarajan, Sumathy et al. (2020) Association

of eqgg intake with blood lipids, cardiovascular

disease, and mortality in 177,000 people in 50

countries. The American journal of clinical

nutrition 111(4): 795-803

Djousse, Luc and Gaziano, J Michael (2008) - Non-randomised study: prognostic design
Eqgg consumption and risk of heart failure in the

Physicians' Health Study. Circulation 117(4):

512-6

Djousse, Luc and Gaziano, J Michael (2008) - Duplicate reference

Egg consumption in relation to cardiovascular

disease and mortality: the Physicians' Health

Study. The American journal of clinical nutrition

87(4): 964-9

Djousse, Luc and Gaziano, J Michael (2009) - Systematic review of prognostic studies
Dietary Cholesterol and Coronary

Artery Disease: A Systematic Review. Current
Atherosclerosis Reports 11: 418-422

Djousse, Luc, Zhou, Guohai, McClelland, Robyn - Systematic review of prognostic studies
L et al. (2021) Egg consumption, overall diet

quality, and risk of type 2 diabetes and coronary

heart disease: A pooling project of US

prospective cohorts. Clinical nutrition

(Edinburgh, Scotland) 40(5): 2475-2482

Drouin-Chartier, Jean-Philippe, Chen, Siyu, Li, - Systematic review of prognostic studies
Yanping et al. (2020) Egg consumption and risk

of cardiovascular disease: three large

prospective US cohort studies, systematic

review, and updated meta-analysis. BMJ

(Clinical research ed.) 368: m513

Drouin-Chartier, Jean-Philippe, Schwab, - Duplicate reference
Amanda L, Chen, Siyu et al. (2020) Eqg

consumption and risk of type 2 diabetes:

findings from 3 large US cohort studies of men

and women and a systematic review and meta-

analysis of prospective cohort studies. The

American journal of clinical nutrition 112(3): 619-

630

Dussaillant, Catalina, Echeverria, Guadalupe, - Full text paper not available
Rozowski, Jaime et al. (2017) Eqgg intake and

diabetes mellitus type 2: A review of the

scientific literature. Rev. chil. nutr 44(4): 393-399

Diez-Espino J, Basterra-Gortari FJ, Salas- - Non-randomised study: prognostic design
Salvado J et al. (2017) Egg consumption and
cardiovascular disease according to diabetic
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http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=emed4&NEWS=N&AN=20178669
https://doi.org/10.1111/j.1742-1241.2009.02134.x
https://doi.org/10.1111/j.1742-1241.2009.02134.x
https://doi.org/10.1111/j.1742-1241.2009.02134.x
https://doi.org/10.1111/j.1742-1241.2009.02134.x
https://doi.org/10.1111/j.1742-1241.2009.02134.x
https://doi.org/10.1093/ajcn/nqz348
https://doi.org/10.1093/ajcn/nqz348
https://doi.org/10.1093/ajcn/nqz348
https://doi.org/10.1093/ajcn/nqz348
https://doi.org/10.1093/ajcn/nqz348
https://doi.org/10.1161/circulationaha.107.734210
https://doi.org/10.1161/circulationaha.107.734210
https://doi.org/10.1161/circulationaha.107.734210
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&PAGE=reference&D=med7&NEWS=N&AN=18400720
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