
PEN® GRADE Process 

Appendices 

Appendix 1 

Algorithm for developing PEN questions (new or updating using the traditional PEN 
process or GRADE process 

Yes 

Use traditional 
PEN process 

Use PEN 
GRADE process 

Is the question a diagnosis or prognosis question? 

No 

Yes 

Use traditional 

PEN process 
Is the question an intervention question? (i.e. intervention 
and comparator – the comparison could be no 
intervention, usual  practice or multiple comparisons)  

If existing question, does the question 
need to be reworded so it is 
recommendations focused? 

Yes No 

Questions of what to recommend to your 
clients.  
e.g Should [intervention] be recommended /
used for [health condition]? OR Should
individuals with [health condition] be
recommended [intervention]?

Is the question a prevalence or etiology question? 

Incorporate into 
Background 

Yes 

No 

What are you 
waiting for? 

No
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Examples of rewording questions into GRADE questions: 

Existing PEN question Revised GRADE question 
Does nutritional status affect the course and 
severity of chronic obstructive pulmonary 
disease (COPD)?   

Should malnourished or at risk patients with 
stable COPD be recommended to receive 
nutritional support?  

Should overweight or obese patients with 
COPD be recommended to lose weight? 

Are high intakes of anti-inflammatory nutrients 
(omega-3 fatty acids, magnesium) beneficial 
for preventing or treating symptoms of chronic 
obstructive pulmonary disease (COPD)?   

Should oral nutritional supplements with 
additional antioxidant nutrients be used for 
individuals with chronic obstructive pulmonary 
disease (COPD)?   

Should individuals with heart failure (HF) take 
omega-3 fatty acid supplements to reduce 
morbidity and mortality associated with their 
HF syndrome? 

Should omega-3 fatty acids be 
recommended for individuals with heart 
failure?  

Proposed questions in PEN to be categorized into one of 5 categories: (ADIME) 
Assessment   Diagnoses  Intervention 
Monitoring Evaluation 

Table of Administrative Process 

Document Who Sends To Whom Feedback 
Sent 

Comments 

Potential 
questions 

PEN 
Responsible 
Admin via 
PCMS 

International 
Review Panel 
(IRP) 

Uploaded to 
author 
assignment in 
PCMS 

Recommended 
outcomes 
(PICO table) 

Author via 
email 

International 
Review Panel 

Uploaded to 
author 
assignment in 
PCMS 

Evidence profiles Author via 
email 

Core Group of 
IRP 

Evidence-to- 
Decision Table 

Author via 
email 

Core Group of 
IRP 

Recommendations Author via 
email 

International 
Review Panel 
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Appendix 2: Practice Question and Recommended Outcomes Worksheet 

PICO worksheet 

Population 

Intervention 

Comparison 

Outcomes* Critical outcomes Important outcomes 

*Choose the Outcomes for Health Decision-making
To generate a list of relevant health outcomes, use the following strategies:

• List outcomes that have been measured in studies

• Add any other outcomes that have not been reported in studies, but you think might be

important to someone making a decision (make sure to include both benefits and adverse

effects and to include resource use, if relevant).

• Critical outcomes are outcomes typically considered as patient-important including: mortality,

morbidity (e.g. major bleeding, acute exacerbation of chronic disease, hospital admission)

and patient-reported outcomes (e.g. quality of life, functional status)

Example 

Population Individuals with Heart Failure 

Intervention Omega-3 fatty acid consumption 

Comparison No Omega-3 fatty acid consumption 

Outcomes Critical outcomes  
risk of heart failure,  
sudden cardiac death, 
cardiovascular events,  
all-cause mortality, 
congestive heart failure, 

Important outcomes  
left ventricular ejection 
fraction (LVEF), 
cardiovascular 
hospitalization, 
adverse effects (e.g. GI 
effects) 
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Appendix 3 

International Review Panel (IRP) 
Review of Questions and Outcomes – Survey for Feedback 

In this survey we provide the PICO worksheet for each question. 

Note that we are asking you to consider the relevance of the question and whether all critical and 
important outcomes have been identified. Outcomes typically considered as patient important 
include: mortality (if plausibly influenced by the intervention), morbidity (e.g., major bleeding, 
acute exacerbation of a chronic disease, hospital admission), and patient-reported outcomes 
(e.g., quality of life, functional status). Surrogate outcomes (e.g., lipid levels, bone density, 
cognitive function tests) have a variable link to patient-important outcomes but are generally not 
critical outcomes. 

Completed by:  (name, credentials) _________________________________________ 

Dietetic Association: ____________________________________ 

Date: ________________________________________________ 

Questions 
1. Are these the right questions to ask?

[  ] Agree
[  ] Disagree - If disagree, make comments in the WORD document

2. Are the right questions worded correctly?
[  ] Agree
[  ] Disagree - If disagree, make comments in the WORD document

3. What questions are missing? – suggest new ones in the WORD document

Outcomes 
4. Are these the right outcomes for this question?

[  ] Agree
[  ] Disagree - If disagree, make comments in the WORD document

5. What outcomes if any are missing? – suggest and provide justification for new ones in the
WORD document
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Appendix 4 
Search Strategy 

PEN Question: 

SEARCH TERMS (PubMed MeSH Database to help and any additional terms used) 

MeSH Terms 

Text words 

DATABASES and Grey Literature Sources SEARCHED 
(Consider PubMed, TRIP database and international government and organizational guidelines) 

Reasons for excluding reviews or studies identified using hierarchal literature search 

DATE Search Completed: 

 DATE Range of Search: 
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Appendix 5: Summary Table - Steps for Considering the Relative Importance of Outcomes1 

S
t
e
p 

What Why How Evidence 

1 Preliminary 
classification 
of outcomes 
as critical, 
important but 
not critical, or 
low 
importance, 
before 
reviewing the 
evidence 

To focus attention 
on those outcomes 
that are considered 
most important 
when searching for 
and summarizing 
the evidence and to 
resolve or clarify 
disagreements. 

Conducting a 
systematic review of 
the relevant literature. 
By asking panel 
members and possibly 
patients or members of 
the public to identify 
important outcomes, 
judging the relative 
importance of the 
outcomes and 
discussing 
disagreements. 
Prior knowledge of the 
research evidence or, 
ideally, a systematic 
review of that evidence 
is likely to be helpful. 

These judgments are ideally 
informed by a systematic 
review of the literature 
focusing on what the target 
population considers as 
critical or important 
outcomes for decision 
making. Literature about 
values, preferences or 
utilities is often used in 
these reviews, that should 
be systematic in nature. 
Alternatively the collective 
experience of the panel 
members, patients, and 
members of the public can 
be used using transparent 
methods for documenting 
and considering them (see 
Santesso N et al, IJOBGYN 
2012). 

2 Reassessme
nt of the 
relative 
importance 
of outcomes 
after 
reviewing the 
evidence 

To ensure that 
important outcomes 
identified by 
reviews of the 
evidence that were 
not initially 
considered are 
included and to 
reconsider the 
relative importance 
of outcomes in light 
of the available 
evidence 

By asking the panel 
members (and, if 
relevant, patients and 
members of the public) 
to reconsider the 
relative importance of 
the outcomes included 
in the first step and 
any additional 
outcomes identified by 
reviews of the 
evidence 

Experience of the panel 
members and other 
informants and systematic 
reviews of the effects of the 
intervention 

3 Judging the 
balance 
between the 
desirable and 
undesirable 
health 
outcomes of 
an 
intervention 

To support making 
a recommendation 
and to determine 
the strength of the 
recommendation 

By asking the panel 
members to balance 
the desirable and 
undesirable health 
outcomes using an 
evidence to 
recommendation 
framework that 
includes a summary of 
findings table or 
evidence profile and, if 
relevant, based on a 
decision analysis 

Experience of the panel 
members and other 
informants, systematic 
reviews of the effects of the 
intervention, evidence of the 
value that the target 
population attach to key 
outcomes (if relevant and 
available) and decision 
analysis or economic 
analyses (if relevant and 
available) 

1 Adapted from GRADE Working Group Handbook 
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Appendix 6:  

International Review Panel (IRP)  
Review of Search Strategy and Literature Retrieved - Survey for Feedback  

 
In this survey, we provide the search strategy sheet and the literature retrieved for each question 
(sorted as systematic reviews, primary studies published after systematic reviews and 
guidelines).   
 
Completed by:  (name, credentials) _________________________________________ 
 
Dietetic Association: ____________________________________ 
 
Date: ________________________________________________ 
 
 
PEN QUESTIONS: 
 
 
 
Search Strategy  
1. Are these the right search terms?   

[  ] Agree   
[  ] Disagree - If disagree, make comments in the WORD document 
 

 
2. What search terms, if any, are missing? – suggest new ones in the WORD document 
 
 
Literature Retrieved  
3. Are these the right systematic reviews / studies / guidelines for these questions?   

[  ] Agree   
[  ] Disagree - If disagree, make comments in the WORD document 

 
4. What systematic reviews / studies / guidelines, if any, are missing? – suggest and provide 

justification for new articles in the WORD document 
 
 

5. Other comments regarding organization or presentation of results:  
 
 

 
 
 
  



 PEN® GRADE Process 

 

   

Appendix 7: Evidence Profile Tables  
 
Template created from GRADEpro to create Evidence Profile Table 
Author(s):  
Date:  
Question:   
Setting:  
Bibliography:  

Quality assessment № of patients Effect 

Quality Importance 
№ of 

studies 
Study 
design 

Risk 
of 

bias 
Inconsistency Indirectness Imprecision 

Other 
considerations 

Intervention 
diet  

usual 
diet  

Relative 
(95% 
CI) 

Absolute 
(95% CI) 

Outcome 1 

            
 

Outcome 2 

            
 

Outcome 3 

            
 

Outcome  4 

            
 

Outcome  5 

            
 

 

Examples of completed Evidence Profile Tables  

Summary of findings for the main comparison. Food: Larger versus smaller-sized portions, 
packages or tableware for changing quantity consumed or selected (taken from:  Hollands GJ, Shemilt 
I, Marteau TM, Jebb SA, Lewis HB, Wei Y, et al. Portion, package or tableware size for changing selection and 
consumption of food, alcohol and tobacco.   Cochrane Database Syst Rev. 2015 Sep 14;9:CD011045. [Epub ahead of 
print]  Abstract available from: http://www.ncbi.nlm.nih.gov/pubmed/26368271) 

 

Food: Larger versus smaller-sized portions, packages or tableware for changing quantity consumed or 

selected 

 

Population: children and adults 

Settings: high-income countries, laboratory and field settings 

Intervention: larger-sized portion, package, individual unit or item of tableware 

Comparison: smaller-sized portion, package, individual unit or item of tableware 

 

Outcomes 

Illustrative comparative risks* (95% CI) 

Relative effect 

(95% CI) 

No of 

participants 

(studies) 

Quality of 

the evidence 

(GRADE)  

 

Assumed risk Corresponding risk 

 

Smaller-sized 

portion, package, 

individual unit or 

item of tableware 

Larger-sized portion, 

package, individual 

unit or item of 

tableware 

 

http://www.ncbi.nlm.nih.gov/pubmed/?term=Hollands%20GJ%5BAuthor%5D&cauthor=true&cauthor_uid=26368271
http://www.ncbi.nlm.nih.gov/pubmed/?term=Shemilt%20I%5BAuthor%5D&cauthor=true&cauthor_uid=26368271
http://www.ncbi.nlm.nih.gov/pubmed/?term=Shemilt%20I%5BAuthor%5D&cauthor=true&cauthor_uid=26368271
http://www.ncbi.nlm.nih.gov/pubmed/?term=Marteau%20TM%5BAuthor%5D&cauthor=true&cauthor_uid=26368271
http://www.ncbi.nlm.nih.gov/pubmed/?term=Jebb%20SA%5BAuthor%5D&cauthor=true&cauthor_uid=26368271
http://www.ncbi.nlm.nih.gov/pubmed/?term=Lewis%20HB%5BAuthor%5D&cauthor=true&cauthor_uid=26368271
http://www.ncbi.nlm.nih.gov/pubmed/?term=Wei%20Y%5BAuthor%5D&cauthor=true&cauthor_uid=26368271
http://www.ncbi.nlm.nih.gov/pubmed/26368271
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Consumption 

Mean daily energy 

intake from food 

among a 

representative 

sample of UK 

children and adults 

is 1689 kcal3 

Mean daily energy 

intake from food 

would be 189 kcal 

(11.2%) higher with 

the intervention (144 

to 228 kcal higher) 

among UK children 

and adults 

Mean 

consumption in 

the intervention 

group was 0.38 

standard 

deviations 

higher (0.29 

higher to 0.46 

higher) 

6603 

(86 

independent 

comparisons) 

⊕⊕⊕⊝ 

MODERATE
1  

 

- Consumption 

among children 

Mean daily energy 

intake from food 

among a 

representative 

sample of UK 

children is 1651 

kcal3 

Mean daily energy 

intake from food 

would be 95 kcal 

(5.7%) higher with the 

intervention (45 to 140 

kcal higher) among 

UK children 

Mean 

consumption in 

the intervention 

group was 0.21 

standard 

deviations 

higher (0.1 

higher to 0.31 

higher) 

1421 

(22 

independent 

comparisons) 

⊕⊕⊕⊝ 

MODERATE
1  

 

- Consumption 

among adults 

Mean daily energy 

intake from food 

among a 

representative 

sample of UK adults 

is 1727 kcal3 

Mean daily energy 

intake from food 

would be 247 kcal 

(14.3%) higher with 

the intervention (215 

to 279 kcal higher) 

among UK adults 

Mean 

consumption in 

the intervention 

group was 0.46 

standard 

deviations 

higher (0.40 

higher to 0.52 

higher) 

5182 

(64 

independent 

comparisons) 

⊕⊕⊕⊝ 

MODERATE
1  

 

Selection 

without 

purchase 

Mean daily energy 

intake from food 

among a 

representative 

sample of UK 

children and adults 

is 1689 kcal3 

Mean daily energy 

intake from food 

would be 209 kcal 

(12.4%) higher with 

the intervention (119 

to 293 kcal higher) 

among UK children 

and adults4 

Mean selection 

without purchase 

in the 

intervention 

group was 0.42 

standard 

deviations 

higher (0.24 

higher to 0.59 

higher) 

1164 

(13 

independent 

comparisons) 

⊕⊕⊕⊝ 

MODERATE
1  

 

- Selection 

without 

purchase among 

children 

Mean daily energy 

intake from food 

among a 

representative 

sample of UK 

children is 1651 

kcal3 

Mean daily energy 

intake from food 

would be 63 kcal 

(3.8%) higher with the 

intervention (27 to 153 

kcal higher) among 

UK children4 

Mean selection 

without purchase 

in the 

intervention 

group was 0.14 

standard 

deviations 

higher (0.06 

lower to 0.34 

higher) 

382 

(4 

independent 

comparisons) 

⊕⊕⊝⊝ 

LOW 1,2  

 

- Selection 

without 

purchase among 

adults 

Mean daily energy 

intake from food 

among a 

representative 

sample of UK adults 

is 1727 kcal3 

Mean daily energy 

intake from food 

would be 188 kcal 

(10.9%) higher with 

the intervention (188 

to 403 kcal higher) 

among UK adults4 

Mean selection 

without purchase 

in the 

intervention 

group was 0.55 

standard 

deviations 

782 

(9 

independent 

comparisons) 

⊕⊕⊕⊝ 

MODERATE
1  
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higher (0.35 

higher to 0.75 

higher) 

 

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. 

The corresponding risk (and its 95% confidence interval) is based on the assumed risk in representative UK 

samples3 and the relative effect of the intervention (and its 95% CI). 
 1Rated down by one level for study limitations: we assessed risk of bias as unclear or high in all incorporated studies. 
2Rated down by one level for imprecision: number of participants (effective sample size) incorporated into analysis is less than 
the number of patients generated by a conventional sample size calculation for a single adequately powered trial (optimal 
information size) and the confidence interval crosses zero. 
3Estimates of means and standard deviations based on an unweighted analysis of data from the UK National Diet and 
Nutrition Survey, Years 1-4 (National Centre for Social Research 2012) - see Data synthesis. 
4Illustration of equivalent absolute effect on daily energy intake from food assumes that all foods selected are consumed.  

 

 

 

OR if pooled analyses not done, use a narrative style (not based on actual data) 

 
 
 

  

Pharmacist services targeted at patients versus the delivery of no comparable service 

Outcomes Effects of Information interventions for orientation to 
cancer care facilities 

No of 
Participants 
(studies) 

Quality of 
the 
evidence  

Therapeutic 
duplication1  

One study showed improvement in eliminating therapeutic 
duplication; however, it was unable to demonstrate 
improvement for cardiovascular, and NSAID use. 

317 
(1 study) 

⊕⊝⊝⊝ 
high 

Number of 
medications 
prescribed1 

Four studies showed a decrease in the total number of 
medications prescribed 

3894 
(4 study) 

⊕⊕⊝⊝ 
low2 

Patient quality of 
life outcomes3 

Three studies showed improvement in three or more quality 
of life subdomains in patients with asthma, heart failure and 
high risk of medication related problems. The other five 
studies did not find statistically significant differences across 
domains 

8146 
(8 studies) 

⊕⊕⊝⊝ 
low2, 4 

Systolic Blood 
Pressure (mmHg) 

Three studies demonstrated improvement in systolic blood 
pressure ranging from 3.8 to 12.3 mmHg  

2100 
(7 studies) 

⊕⊕⊝⊝ 
low5, 6  

Decrease in HbA1C 
in diabetic patients 
(%) 

Two studies demonstrated improvements in blood glucose 
between 7 mg/dL and 15 mg/dL compared to control group 

410 
(3 studies) 

⊕⊕⊝⊝ 
moderate6 

Clarifications 1 Process of care outcome; 2 It was not possible to perform meta-analyses because of the substantial 
heterogeneity in comparison groups, clinical conditions, outcomes variables, type of pharmacist intervention studied, and 
poor reporting of variance in outcome variables; 3 SF-36, PAQLQ, HRQOL for COPD patients among others; 4 7/8 trials were 
assessed as having high risk of bias because of lack of protection against contamination; 5 All the studies were assessed as 
having high risk of bias due to lack of protection against contamination and unclear strategies to ensure allocation 
concealment; 6  Due to heterogeneity across trials, a limited number of studies contributed to the pooled estimate 

http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD011045.pub2/full#CD011045-bbs2-0263
http://onlinelibrary.wiley.com/doi/10.1002/14651858.CD011045.pub2/full#CD011045-sec3-0015
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Appendix 8: Worksheet Table to Assess the Quality of Evidence Across Studies Using 
GRADE  
Note: This assessment can be done in GRADEpro while preparing the EP table 
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Appendix 9: Evidence-to-Decision Framework – Example of completed Recommendations Table in GRADEpro 

 

Q:  Should omega-3 fatty acids vs. no omega-3 fatty acids be used for heart failure ? 

Population: adults diagnosed with heart failure  Background: 
 

Intervention: omega-3 fatty acids 

Comparison: no omega-3 fatty acids 

Main 

outcomes: 

All cause mortality ; Cardiovascular mortality; Heart Failure 

Admission ; Cardiovascular disease related admission ; Sudden 

cardiac death; Fatal and non fatal myocardial infarction ; Fatal 

and non fatal stroke; Adverse Effects; 

Setting: community / outpatients  

Perspective: 
 

 

Assessment 

 
JUDGEMENT RESEARCH EVIDENCE 

ADDITIONAL 

CONSIDERATIONS 

C
E
R
T
A
IN

T
Y
 O

F
 E

V
ID

E
N

C
E
 

What is the overall certainty of the 
evidence of effects? 

○ Very low 

○ Low 

● Moderate 

○ High 
 

○ No included studies  

 

Omega-3 fatty acids compared to no omega-3 fatty acids for adults 

diagnosed with heart failure  

Outcomes Anticipated 

absolute effects* 

(95% CI)  

Relative 

effect 

(95% 

CI)  

№ of 

participants  

(studies)  

Quality of 

the 

evidence 

(GRADE)  

Risk with 

no 

omega-3 

fatty 

acids 

Risk 

with 

omega-3 

fatty 

acids 

Study population  

Overall evidence was 
downgraded to 

moderate quality as all 

outcomes came from 

one study; 

inconsistency and 

publication bias could 

not be assessed.   
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All cause mortality (All 
cause mortality) 
assessed with: time to 
all cause death  
follow up: median 3.9 
years  

291 per 
1000  

269 per 
1000 
(249 to 
291)  

HR 
0.910 
(0.833 
to 
0.998)  

6975 
(1 RCT) 1 

⨁⨁⨁⨁ 
HIGH  

Cardiovascular mortality 
(CVD mortality) 
assessed with: Clinical 
records, death 
certificates and other 
relevant documentation 

follow up: median 3.9 
years  

Study population  HR 
0.90 
(0.81 to 
0.99)  

6975 
(1 RCT) 1 

⨁⨁⨁⨁ 
HIGH  

220 per 
1000  

200 per 
1000 
(182 to 
218)  

Sudden cardiac death 
(SCD) 
assessed with: Clinical 
records, death 

certificates and other 
relevant documentation; 
death from cardiac 
cause occurring one 
hour from symptom 
onset 
follow up: median 3.9 

years  

Study population  HR 
0.93 
(0.79 to 
1.08)  

6975 
(1 RCT) 1 

⨁⨁⨁⨁ 
HIGH  

93 per 
1000  

87 per 
1000 

(75 to 

100)  

Fatal and non fatal 
myocardial infarction 
(Fatal and non fatal MI) 
assessed with: Clinical 
records, death 

certificates and other 

relevant documentation 
follow up: median 3.9 
years  

Study population  HR 
0.82 
(0.63 to 
1.06)  

6975 
(1 RCT) 1 

⨁⨁⨁⨁ 
HIGH  

37 per 
1000  

30 per 
1000 
(24 to 

39)  

 

V
A
L
U

E
S
 

Is there important uncertainty about or 

variability in how much people value the 

main outcomes? 

○ Important uncertainty or variability 

○ Possibly important uncertainty or variability 

○ Probably no important uncertainty or 

variability 

 
We did not search for 

research on values and 

preferences of adults 

with HF. It is likely that 
all patients value the 

main outcomes (e.g. 

mortality, morbidity, 



 PEN® GRADE Process 

 

   

● No important uncertainty or variability 

 

○ No known undesirable outcomes  

hospitalization) in 

similar ways (i.e. little 

variability would be 

expected in the 
measure of importance 

of each outcome 

variable).   

B
A
L
A
N

C
E
 O

F
 E

F
F
E
C
T
S
 

Does the balance between desirable and 

undesirable effects favor the intervention 

or the comparison? 

○ Favors the comparison 

○ Probably favors the comparison 

○ Does not favor either the intervention or the 

comparison 

● Probably favors the intervention 

○ Favors the intervention 

 

○ Varies 

○ Don't know  

Summary of findings:  

Outcome 

With no 

omega-3 

fatty acids 

With 

omega-3 

fatty acids 

Difference 

(95% CI)  

Relative effect 

(RR) (95% CI)  

All cause mortality  291 per 
1000 

269 per 
1000 
(249 to 
291) 

22 fewer per 
1000 
(from 0 fewer 
to 42 fewer) 

HR 0.910 
(0.833 to 
0.998) 

Cardiovascular 

mortality 

220 per 

1000 

200 per 

1000 
(182 to 
218) 

20 fewer per 

1000 
(from 2 fewer 
to 38 fewer) 

HR 0.90 

(0.81 to 0.99) 

Heart Failure 
Admission  

286 per 
1000 

271 per 
1000 
(251 to 

291) 

15 fewer per 
1000 
(from 5 more 

to 34 fewer) 

HR 0.94 
(0.86 to 1.02) 

Cardiovascular 

disease related 
admission  

485 per 

1000 

460 per 

1000 
(438 to 
481) 

24 fewer per 

1000 
(from 3 fewer 
to 46 fewer) 

HR 0.93 

(0.87 to 0.99) 

Sudden cardiac death 93 per 1000 87 per 
1000 
(75 to 100) 

6 fewer per 
1000 
(from 7 more 

to 19 fewer) 

HR 0.93 
(0.79 to 1.08) 

Fatal and non fatal 
myocardial infarction  

37 per 1000 30 per 
1000 

(24 to 39) 

7 fewer per 
1000 

(from 2 more 
to 14 fewer) 

HR 0.82 
(0.63 to 1.06) 

Fatal and non fatal 
stroke 

30 per 1000 34 per 
1000 
(26 to 44) 

5 more per 
1000 

HR 1.16 
(0.89 to 1.51) 

Modest clinical effect 

for all cause mortality, 

CV mortality and CVD 

related admission and 

HF admission;  little 

effect on sudden 
cardiac death, fatal 

and non-fatal MI, and 

fatal non-fatal stroke; 

no difference in 

adverse 

effects.  Adverse 

effects were 

predominantly GI-

related in both groups 
(2.9% incidence in 

omega-3 group; 3.0% 

incidence in placebo 

group).   
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(from 3 fewer 
to 15 more) 

Adverse Effects 30 per 1000 0 per 1000 
(0 to 0) 

 
not estimable 

 

R
E
S
O

U
R

C
E
S
 R

E
Q

U
IR

E
D

 

How large are the resource requirements 

(costs)? 

○ Large costs 

● Moderate costs 

○ Negligible costs and savings 

○ Moderate savings 

○ Large savings 

 

○ Varies 

○ Don't know  

No research evidence was identified. Resource requirements 

were not examined. 

There would be costs 

to the individual to 
purchase 

supplements.   

 

Summary of judgements 
 

JUDGEMENT IMPLICATIONS 

CERTAINTY 

OF 

EVIDENCE 

Very low Low Moderate High   No included 

studies 

 

VALUES 

Important 
uncertainty or 

variability 

Possibly 

important 

uncertainty or 

variability 

Probably no 

important 

uncertainty or 

variability 

No important 
uncertainty or 

variability 

  
No known 

undesirable 

outcomes 
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JUDGEMENT IMPLICATIONS 

BALANCE 

OF EFFECTS 

Favors the 

comparison 

Probably favors 

the comparison 

Does not favor 

either the 

intervention or 

the comparison 

Probably 

favors the 

intervention 

Favors the 

intervention 
Varies Don't know 

 

RESOURCES 

REQUIRED 
Large costs 

Moderate 
costs 

Negligible costs 
and savings 

Moderate 
savings 

Large savings Varies Don't know 

 

 

Conclusions 

Should omega-3 fatty acids vs. no omega-3 fatty acids be used for heart failure ? 

TYPE OF 
RECOMMENDATION Strong 

recommendation 
against the 
intervention 

Conditional 
recommendation 

against the 
intervention 

Conditional 
recommendation for 

either the intervention 
or the comparison 

Conditional 
recommendation 

for the intervention 

Strong 
recommendation 

for the intervention 

○  ○  ○  ●  ○  
 

RECOMMENDATION For individuals with heart failure, we suggest daily supplements of omega-3 fatty acid supplements (1 g/day), depending on 
resources available and users values and preferences (conditional recommendation, moderate quality evidence). 

JUSTIFICATION The recommendation puts a high value on the modest benefits (i.e. reduced overall mortality, and hospital admission for 

cardiovascular conditions) and no harms achieved with omega-3 supplementation, and a lower value on the costs to the individual of 

purchasing supplements. Resource requirements and patient values / preferences were not examined and the decision to take 

omega-3 fatty acid supplements should be discussed with clients individually.  

SUBGROUP 

CONSIDERATIONS 

No heart failure subgroups were identified. 

IMPLEMENTATION 

CONSIDERATIONS 

The decision to recommend omega-3 fatty acid supplements for an individual should be discussed with a physician with 

consideration given to other related medical factors.  

MONITORING AND 

EVALUATION 

Omega-3 fatty acid supplements can affect lipid levels; lipid profile should be assessed and the individual should be monitored for 

potential adverse side effects (e.g. gastrointestinal). 
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Appendix 10  
 
Implications of strong and weak recommendations for different users of guidelines (1):  

  Strong Recommendation Conditional Recommendation 
For patients Most individuals in this situation 

would want the recommended 
course of action and only a small 
proportion would not. 

The majority of individuals in this 
situation would want the 
suggested course of action, but 
many would not. 

For clinicians Most individuals should receive 
the recommended course of 
action. Adherence to this 
recommendation according to the 
guideline could be used as a 
quality criterion or performance 
indicator. Formal decision aids 
are not likely to be needed to 
help individuals make decisions 
consistent with their values and 
preferences. 

Recognize that different choices 
will be appropriate for different 
patients, and that you must help 
each patient arrive at a 
management decision consistent 
with her or his values and 
preferences. Decision aids may 
well be useful helping individuals 
making decisions consistent with 
their values and preferences. 
Clinicians should expect to spend 
more time with patients when 
working towards a decision. 

For policy makers The recommendation can be 
adapted as policy in most 
situations including for the use as 
performance indicators. 

Policy making will require 
substantial debates and 
involvement of many 
stakeholders. Policies are also 
more likely to vary between 
regions. Performance indicators 
would have to focus on the fact 
that adequate deliberation about 
the management options has 
taken place. 

 

 
  



 PEN® GRADE Process 

 

   

Appendix 11  
International Review Panel (IRP) 

Review of Evidence and Recommendations - Survey for Feedback 
 
In this survey we provide the GRADE Evidence Profile Table and the GRADE Evidence to 
Decision Framework that we prepared for the draft recommendation(s) for this question.  
 
For each section of the Evidence-to-Decision framework review the information provided and the 
judgements marked. Please answer the questions after each section to indicate whether you 
agree with the judgements and the draft recommendation and provide any comments or 
additional information that you think is important to add into the table.  
 
Tutorials: If you would like additional guidance on how to interpret the Evidence Profiles and work 
through the Evidence-to-Decision framework, please view these short tutorial videos  

• Summarizing evidence using the Evidence Profile table: 
https://www.youtube.com/watch?v=hxptlg6ilzU 

• Making recommendations using the Evidence to Decision framework: 
https://www.youtube.com/watch?v=iGVEdNa1xFY 

• Strong and conditional recommendations: https://www.youtube.com/watch?v=0ifM01mcewE 
 
Completed by:  (name, credentials) _________________________________________ 
 
Dietetic Association: ____________________________________ 
 
Date: ________________________________________________ 
 
These questions relate to the Evidence Profile Table: 

1. Do you agree with the quality assessment for each outcome?   
[  ] Agree   
[  ] Disagree - If disagree, make comments in the WORD document 

 
These questions relate to the Evidence-to-Decision Framework:  
Section 1: Assessment 

2. ‘Certainty of the evidence’ is an assessment of the overall quality of evidence and the 
likelihood that the effect will not be substantially different from what the research found. 
Considering the research evidence in the Evidence Profile Table, do you agree with the 
judgment regarding the overall certainty of the evidence of effects?  
[  ] Agree   
[  ] Disagree - If disagree, make comments in the WORD document 
 

3. For patient values, consider whether there is uncertainty and/or variability about patient 
values and preferences for the critical or important outcomes based on any research 
evidence or comments in additional considerations. Do you agree with the judgment for 
values? 
[  ] Agree   
[  ] Disagree - If disagree, make comments in the WORD document 
 

4. ‘Balance of Effects’ is the balance between benefits and harms / burdens. Considering 
the research evidence, do you agree with the judgment regarding the overall balance of 
effects?  
[  ] Agree   
[  ] Disagree - If disagree, make comments in the WORD document 
 

https://www.youtube.com/watch?v=hxptlg6ilzU
https://www.youtube.com/watch?v=iGVEdNa1xFY
https://www.youtube.com/watch?v=0ifM01mcewE
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5. For ‘Resources Required' field do you have any additional considerations that are 
important to include about the resources required or the incremental cost to accompany 
and elaborate on the judgement? – include suggestions in the WORD document  
 

6. OPTIONAL If Equity, Acceptability and/or Feasibility are completed  
o For the 'Equity' field do you have any additional considerations that are important to 

include about the impact on health inequity to accompany and elaborate on the 
judgment?  

o For the 'Acceptability' field do you have any additional considerations that are 
important to include about the acceptability of the intervention to accompany and 
elaborate on the judgment? 

o  For the 'Feasibility' field do you have any additional considerations that are important 
to include about the feasibility of the intervention to accompany and elaborate on the 
judgment? 

 
Section 2: Summary of Judgments 

7. Do you have any comments about the judgements? If you marked 'Disagree' in any of the 
questions above, please note the judgement(s) you disagree with and the reason. 

 
 
Section 3: Recommendation 

8. Do you agree with the recommendation(s)?  
[  ] Agree  
[  ] Disagree  

 
9. Do you suggest any modifications to the wording of the recommendation(s) or any 

remarks that should be included? If yes, please specify: 
 

10. Do you have any additional comments for the justification of the recommendation(s)?  
 

11. Please provide your comments for any subgroup considerations, implementation 
considerations, monitoring and evaluation, and research possibilities that should be noted 
with the recommendation(s):  

 
12. Do you have any final comments for this question and recommendation(s)? 

 




