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Appendix 1 NHFA CAC scoring position statement: GRADE evidence appraisal 

Preamble 

The body of evidence for the use of coronary artery calcium (CAC) scoring in primary prevention of cardiovascular 

disease (CVD) was appraised for certainty to inform the National Heart Foundation of Australia (NHFA) Coronary 

artery calcium (CAC) scoring position statement. Studies relevant to CAC scoring from a 2018 systematic review of 

non-traditional risk factors in CVD risk assessment1 were used as a foundation for this review.  An additional 

literature search, hand-searching of reference lists from key guidelines and surveillance of key journals resulted in 

two additional studies being included for appraisal, using the inclusion criteria given in Table 1. Key outcomes were 

selected, and studies grouped accordingly. The certainty of evidence for each outcome was assessed after 

consideration of the five key domains in the GRADE approach for evidence appraisal (Figure 1).2  

Challenges in this methodology arose from the differences in how the GRADE approach is applied to therapeutic 

research compared to prognostic research, especially the application to studies assessing prediction performance. 

The latter is an evolving area of methodology research, and clarification of the most reasonable approach was 

sought in literature, and via correspondence with the Adelaide GRADE centre.3-5 Clarification was also sought for 

application of the GRADE approach when a body of evidence has been summarised narratively, rather than by 

pooled estimate of effect.6 The strength of the recommendations, as detailed in the NHFA CAC position statement, 

was determined by expert consideration of: the certainty of the evidence; the benefits and harms of CAC scoring; 

patient preferences and values and resource considerations. 

 

Table 1 Evidence appraisal inclusion criteria 

Population Asymptomatic patients without known cardiovascular disease (CVD). 

Intervention Coronary Artery Calcium score (to assess risk or guide treatment). 

Comparison Traditional/existing CVD risk assessment methods including Framingham Risk Score (FRS) 
and Pooled Cohort Equation (PCE). 

Outcomes Improvement in CVD risk prediction measures, reduction in CVD events. 

 

Results: 

The results of the GRADE evidence appraisal are summarised in Tables 2 and 3. 

Several cohort studies reported varying improvements in calibration, discrimination, and reclassification when CAC is 

added to risk assessment models based on the Framingham Risk Score (FRS). Limitations in the ability to quantify the 

extent of improvement (by means of a pooled estimate effect) and concerns for applicability of the results to the 

Australian context contributed to a final rating of low certainty when using the GRADE approach (Table 3).   Our 

evidence appraisal yielded results for the certainty of the evidence that are broadly consistent with international 

guidelines on management of blood cholesterol7, 8, but the certainty level was further downgraded due to 

indirectness of much of the evidence to the Australian context as described in Table 3. We acknowledge that direct 

comparisons between our appraisal and that of international guidelines are difficult due to differences in the 

appraisal frameworks used.  

The evidence of benefit from specific treatment guided by CAC results is of very low certainty with respect to 

reductions in CVD events. Two randomised, clinical trials did not find a difference in rates of CVD events when 

treatment was guided by CAC scoring and traditional risk assessment, compared to traditional risk assessment 

results alone (Table 2). One cohort analysis found that CAC was able to predict benefit from statin therapy in an 

asymptomatic population. Broadly, significant concerns for risk of bias and for the applicability of the results to the 

Australian context contributed to a final rating of very low certainty in these findings when using the GRADE 

approach (Table 3).  



 
 
GRADE ratings of recommendations: 

1. CAC scoring may be considered for selected people with Intermediate absolute cardiovascular risk, as 
assessed by the NVDPA absolute cardiovascular risk algorithm, AND where decisions about the intensity 
of subsequent risk management will be influenced. 

GRADE Evidence Certainty: Low. GRADE Recommendation Strength: Conditional. 

 

2. CAC scoring may be considered for selected people with Low absolute cardiovascular risk, as assessed by 

the NVDPA absolute cardiovascular risk algorithm, AND who have additional risk factors or enhancers 

that may result in underestimation of risk. .  

GRADE Evidence Certainty: Low. GRADE Recommendation Strength: Conditional. 

 

3. If CAC scoring is undertaken, a CAC score = 0 Agatston Units (AU) could reclassify a person to a Low 

absolute cardiovascular risk status; with subsequent management to be informed by patient/clinician 

discussion and follow contemporary recommendations for Low absolute cardiovascular risk. 

GRADE Evidence Certainty: Very Low. GRADE Recommendation Strength: Conditional. 

 

4. If CAC scoring is undertaken, a CAC score >99 Agatston units (AU) OR  ≥75th percentile for age and gender 

could reclassify a person to a High absolute cardiovascular risk status; with subsequent management to 

be informed by patient/clinician discussion and follow contemporary recommendations for High absolute 

cardiovascular risk. 

GRADE Evidence Certainty: Very Low. GRADE Recommendation Strength: Conditional. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 
 
Table 2 Summary of evidence appraisal findings. a Serious concerns of indirectness, borderline concerns of risk of bias, inconsistency, and publication bias. b Serious concerns of indirectness, borderline concerns of 
risk of bias, inconsistency, imprecision and publication bias. c Very serious concerns of indirectness, serious concerns of risk of bias and borderline concerns of imprecision. d Very serious concerns of risk of bias, 
serious concerns of indirectness and borderline concerns of imprecision. e Serious to very serious concerns of risk of bias, borderline concerns of indirectness.  

Outcome Studies Effect Certainty 

(GRADE) 

Improvement of calibration with CAC + traditional risk assessment 

models, compared to traditional risk assessment models alone. 

89-16 Demonstrated ‘goodness of fit’ when CAC added to Framingham Risk Score 

(FRS) model and Pooled Cohort Equation (PCE) model. 

LOWa 

Improvement of discrimination with CAC + traditional risk assessment 

models, compared to traditional risk assessment models alone. 

199-27 Improved measures of discrimination with CAC + FRS/PCE compared to 

FRS/PCE alone. 

LOWb 

Positive overall net reclassification of risk with CAC + traditional risk 

assessment models, compared to traditional risk assessment models 

alone. 

159-16, 20, 

21, 23-26, 

28 

Positive overall Net Reclassification Index results for CAC + FRS/PCE compared 

to FRS/PCE alone. 

LOWa 

Improvement of CVD outcomes with CAC + traditional risk assessment 

algorithms compared to traditional risk assessment algorithms alone. 

 

129 No significant difference in CVD outcomes when CAC score added to FRS 

assessment and risk factor counselling, compared to FRS assessment and risk 

factor counselling in asymptomatic participants. 

VERY LOWc 

(single study) 

Improvement of CVD outcomes with CAC-guided statin therapy. 130 No significant difference in CVD outcomes when treated with atorvastatin 

20mg + Vitamin C + Vitamin E compared to placebo in asymptomatic patients 

with CAC score >= 80th percentile for age and gender 

VERY LOWd 

(single study) 

 

Ability of CAC score to predict benefit from statin therapy. 131 Statin therapy was associated with a statistically significant reduced risk of 

MACE compared to no statin therapy in patients with CAC >0; but no significant 

difference in risk of MACE was found for statin therapy compared to no statin 

therapy in patients with CAC = 0. 

LOWe 

(single study) 

 

 

 

 

 

 

 

 



 
 
Table 3 GRADE evidence table 

Outcome Participants 
(studies) 

Study 
Design 

Findings Certainty of the evidence 
(GRADE)  

Rationale and Clinical Significance. 

Improvement of 
calibration with CAC + 
traditional risk 
assessment models, 
compared to traditional 
risk assessment models 
alone. 

29,775 (8) 
 
Age ranges of 
cohorts studied: 
 
45yr – 84yr (2 
studies, 
 n =12,620) 
 
45yr – 75yr  
(2 studies,  
n = 8095) 
 
>= 55yr  
(3 studies,  
n = 8114) 
 
40yr – 65yr 
(1 study,  
N= 946) 

Cohort 
analyses 

Subjectively consistent findings of 
good model fit when CAC added to 
traditional risk assessment models, 
as measured by statistically non-
significant Hosmer-Lemeshow chi-
square and likelihood ratio chi-
square test results. Limited data 
reported on the difference in 
calibration measure between CAC + 
traditional risk assessment models 
and traditional risk assessment 
models alone.  

LOW 
 
Risk of bias: Borderline concerns due to differences 
in calibration measure between intervention and 
comparator not always reported with a p value. One 
study with concerns for selection bias, one study 
demonstrated suspected data dredging. 
 
Inconsistency: Borderline concerns due to 
subjectively consistent direction of findings but with 
a range of magnitude of calibration measure results. 
 
Imprecision: Not able to be quantitatively assessed, 
but large number of participants is reassuring. 
 
Indirectness: Serious concerns as many studies used 
calibrated versions of risk prediction models (FRS, 
PCE), with different risk strata that are not used in 
clinical practice for the study populations. 
Furthermore, baseline FRS and PCE risk prediction 
models are not used in Australia. 

 
Publication bias: Not able to be quantitatively 
assessed but possibly present as only positive studies 
were found despite a comprehensive search 
strategy. 

The initial evidence certainty level was 
considered High, as appropriate for cohort 
studies in prognostic research.3 The 
evidence was downgraded one level for 
serious concerns of indirectness. The 
domains of risk of bias, inconsistency and 
publication bias were considered together 
as the effects were assessed as small 
and/or uncertain. Thus, the evidence 
certainty was downgraded a further level, 
resulting in final assessment as Low 
certainty. 
 
The clinical significance of the findings is 
unclear due to observational study design, 
and the measure of calibration reported 
by the studies does not provide 
information on direction of miscalibration. 
A lack of summary statistic reporting and a 
lack of guidance for methods of pooled 
analysis of these performance measures 
makes meta-analysis unfeasible, resulting 
in inability to quantitatively assess 
inconsistency, imprecision and publication 
bias. 



 
 

Outcome Participants 
(studies) 

Study 
Design 

Findings Certainty of the evidence 
(GRADE)  

Rationale and Clinical Significance. 

Improvement of 
discrimination with CAC 
+ traditional risk 
assessment models, 
compared to traditional 
risk assessment models 
alone. 

69569 (19) 
 
Age ranges of 
cohorts studied: 
 
45yr – 84yr (5 
studies, 
 n =21, 896) 
 
45yr – 75yr  
(3 studies,  
n = 11,203) 
 
>= 55yr  
(3 studies,  
n = 8114) 
 
40yr – 75yr 
(1 study, 
n = 5185) 
 
40yr – 65yr 
(2 studies,  
n = 8328) 
 
>45yr 
(1 study,  
n = 1029) 
 
F>=40yr M>=35yr 
(1 study, 
n = 3486) 
 
<=79yr 
(1 study,  
n = 6739) 
 
<=80yr 
(1 study, 
n = 1286) 
 
Unclear 
(1 study, 
n = 2303)  

Cohort 
analyses 

Subjectively consistent, statistically 
significant increases in C statistic 
(AUC of ROC analysis) in the range 
of 0.038 to 0.16 (representing small 
to large improvements based on 
USPTF classifications of change in 
AUC1), for CAC + FRS compared to 
FRS. A small range of increases (0.02 
– 0.04) which were less statistically 
significant were reported for CAC + 
PCE compared to PCE alone. 

LOW 
 
Risk of bias: Borderline concerns due to lack of 
reporting of confidence intervals. One study 
suspicious for data dredging. One study with 
concerns for selection bias. 
 
Inconsistency: Borderline concerns due to 
subjectively consistent direction of findings but with 
a range of magnitude of the difference between C 
statistic for CAC + FRS/PCE compared to C statistic 
for FRS/PCE alone 
 
Imprecision: Borderline concerns as in the few 
studies that did report confidence intervals for C 
statistics, some CIs for C statistic of CAC + FRS/PCE 
overlapped with the C statistic for FRS/PCE alone 
despite the difference in C statistic reaching 
statistical significance. 
 
Indirectness: Serious concerns as many studies used 
calibrated versions of risk prediction models (FRS, 
PCE), with different risk strata that are not used in 
practice for the study populations. Furthermore, 
baseline FRS and PCE risk prediction models are not 
used in Australia. 

 
Publication bias: Not able to be quantitatively 

assessed but possibly present as only positive studies 
were found despite a comprehensive search 
strategy. 

The initial evidence certainty level was 
considered High, as appropriate for cohort 
studies in prognostic research.3 The 
evidence was downgraded one level for 
serious concerns of indirectness. The 
domains of risk of bias, inconsistency, 
imprecision and publication bias were 
considered together as the effects were 
assessed as small and/or uncertain. Thus, 
the evidence certainty was downgraded a 
further level, resulting in final assessment 
as Low certainty. 
 
 
The clinical significance of the findings is 
unclear due to the lack of guidance in 
literature as to how to characterise 
magnitude of changes in a C statistic, 
although USPTF stipulated a practical 
classification in their systematic review1, 
which is used here. Comparison is limited 
between studies due to differences in risk 
score thresholds, CVD outcome 
composites and population groups. A lack 
of summary statistic reporting and a lack 
of guidance for methods of pooled 
analysis of these performance measures 
makes meta-analysis unfeasible, resulting 
in inability to quantitatively assess 
inconsistency, imprecision and publication 
bias. 



 
 

Outcome Participants 
(studies) 

Study 
Design 

Findings Certainty of the evidence 
(GRADE)  

Rationale and Clinical Significance. 

Positive overall net 
reclassification of risk 
with CAC + traditional 
risk assessment models, 
compared to traditional 
risk assessment models 
alone. 

57409 (15) 
 
Age ranges 
of cohorts 
studied: 
 
45yr – 84yr (4 
studies, 
 n =20,450) 
 
45yr – 75yr  
(3 studies,  
n = 11,203) 
 
>= 55yr  
(3 studies,  
n = 8114) 
 
40yr – 75yr 
(1 study, 
n = 5185) 
 
40yr – 65yr 
(1 study,  
n = 946) 
 
F>=40yr M>=35yr 
(1 study, 
n = 3486) 
 
<=79yr 
(1 study,  
n = 6739) 
 
<=80yr 
(1 study, 
n = 1286)  

Cohort 
analyses 

Consistently positive overall NRIs 
with a range of 0.11 to 0.55 were 
reported for CAC + FRS compared to 
FRS alone. The NRIs for subgroup 
analysis of participants in the 
Intermediate Risk FRS group were 
with higher, ranging from 0.21 to 
0.659. For the subgroup analysis of 
participants in the Low Risk FRS 
group, NRI results ranged from 0.12 
to 0.414. 
 
When there was distinction 
between event NRI and non-event 
NRI (not all studies made this 
distinction), some non-event NRIs 
were negative and some of these 
negative, non-event NRIs reached 
statistical significance. 
 
NRIs for CAC + PCE compared to PCE 
alone were assessed in three 
studies, with a range of 0.08 – 0.36. 
 
 

LOW 
 
Risk of bias: The method of NRI computation was 
not always clear. Reported NRIs often did not 
distinguish between event and non-event. One study 
suspicious for data dredging. One study with 
concerns for selection bias. 
 
Inconsistency: Borderline concerns due to 
subjectively consistent direction of findings but with 
a range of magnitude of the overall NRIs reported. 
 
Imprecision: Not able to be quantitatively assessed, 
but large number of participants is reassuring. 
 
Indirectness: Many studies used calibrated versions 
of risk prediction models (FRS, PCE), with different 
risk strata that are not used in practice for the study 
populations. Furthermore, baseline FRS and PCE risk 
prediction models are not used in Australia. 
 
Publication Bias: Not able to be quantitatively 
assessed but possibly present as only positive studies 
were found despite a comprehensive search 
strategy.  

The initial evidence certainty level was 
considered High, as appropriate for cohort 
studies in prognostic research.3 The 
evidence was downgraded one level for 
serious concerns of indirectness. The 
domains of risk of bias, inconsistency and 
publication bias were considered together 
as the effects were assessed as small 
and/or uncertain. Thus, the evidence 
certainty was downgraded a further level, 
resulting in final assessment as Low 
certainty. 
 
The overall NRI in most studies appear to 
be driven by event NRIs being larger than 
non-event NRIs, some of which were 
negative. The clinical implication of 
negative non-event NRIs is that some 
patients were being incorrectly 
reclassified upwards into a higher risk 
category and received statin therapy for 
no benefit. However, it is difficult to 
determine the appropriateness of 
reclassification for subjects that do not 
experience an event during a finite study 
period. 
 
Comparison is limited between studies 
due to differences in risk score thresholds, 
CVD outcome composites and population 
groups. A lack of summary statistic 
reporting and a lack of guidance for 
methods of pooled analysis of these 
performance measures makes meta-
analysis unfeasible, resulting in inability to 
quantitatively assess inconsistency, 
imprecision and publication bias. 



 
 

Outcome Participants 
(studies) 

Study 
Design 

Findings Certainty of the evidence 
(GRADE)  

Rationale and Clinical Significance. 

Improvement of CVD 
outcomes with CAC + 
traditional risk 
assessment models 
compared to traditional 
risk assessment models 
alone.  

2137 (1) 
EINSER Study 
(secondary 
outcome) 
 
Age range: 
<=80yr 
 
Mean: 
58.5yr  
(+/- 8.4yr) 

Randomised 
clinical trial 

No significant difference in 
combined myocardial infarction and 
mortality rates between subjects 
randomised to receive FRS 
assessment and risk factor 
counselling + CAC score; compared 
to subjects that only received FRS 
assessment and risk factor 
counselling (2.1% v 1% respectively, 
p = 0.08). 

VERY LOW 
 
Risk of bias: Serious concerns as the study 
randomised participants into treatment and control 
groups at a ratio of 2:1 and stated that this was done 
to encourage enrolment in the trial, as the CAC scan 
was offered to participants at no cost. Methods of 
allocation concealment and blinding were not 
reported. Study size and length of follow up were not 
powered to detect CVD events. 
 
Inconsistency: Not able to be assessed as single 
study. 
 
Imprecision: Borderline concerns due to low number 
of events detected (33). Quantitative assessment not 
possible due to absence of summary statistic 
reporting for secondary outcome. 
 
Indirectness: Very serious concerns of the 
generalisability of the study population; a highly 
affluent, highly educated population recruited on 
premise of CAC scanning at no cost. Data was not 
collected on the extent and nature by which CAC 
score drove changes in health behaviour compared 
to control group. FRS assessment and risk factor 
counselling different to risk assessment model and 
counselling provided in the Australian population. 
 
Publication Bias: Not able to be assessed as single 
study. 

The initial study certainty level was 
considered High, as appropriate for a 
randomised, clinical trial.2 The study was 
downgraded by three levels in total, due 
to borderline concerns of imprecision in 
addition to serious and very serious 
concerns of risk of bias and indirectness 
respectively. Thus, the final assessment of 
the study certainty level is Very Low. 
 
The clinical significance of the results is 
uncertain, as the results are from a single 
study that was not powered to detect the 
outcome of interest for our clinical 
question. Additionally, the study did not 
collect data for the extent and nature by 
which the CAC scoring drove changes in 
health behaviour in the treatment group 
compared to the control group.  



 
 

Outcome Participants 
(studies) 

Study 
Design 

Findings Certainty of the evidence 
(GRADE)  

Rationale and Clinical Significance. 

Improvement of CVD 
outcomes with CAC-
guided statin therapy. 

1005 (1) 
St Francis 
Heart Study 
 
Age range: 
50yr – 70yr 
 
Mean: 
59yr 
(+/- 6yr) 

Placebo-
controlled 
randomised 
clinical trial 

In a sample of asymptomatic 
subjects with a CAC >= 80th 
percentile for age and gender, there 
was no significant difference in a 
composite of irreversible CVD 
events rate in subjects treated with 
atorvastatin 20mg/Vitamin 
C/Vitamin E compared to placebo 
(6.9% v 9.9% respectively, p = 0.08). 
 
Post hoc analysis in subgroup of 
participants with CAC > 400 found a 
statistically significant reduction of 
CVD events rate with intervention 
compared to placebo (8.7% v 15% 
respectively, p = 0.046). 
 

VERY LOW 
 
Risk of bias: Very serious concerns of bias. The 
intervention (atorvastatin 20mg) could have been 
confounded by inclusion of Vitamins C and E that 
were not included in the placebo. Although unlikely 
to affect CVD event rates, the presence of a possible 
confounder in the intervention with little rationale is 
concerning. There was a large drop-out rate (18.4% 
of study cohort) and the study was under-powered 
for detection of CVD events. The low dose of 
atorvastatin used in the intervention group could 
have resulted in undertreatment. It was reported 
that 14% of the control group began taking a statin 
at the direction of their primary physician. Both 
treatment and control groups were prescribed 
aspirin, which could have lowered the overall event 
rate detected for the study sample. 
 
Inconsistency: Not able to be assessed as single 
study. 
 
Imprecision: Borderline concerns due to low number 
of events detected (85). Quantitative assessment not 
possible due to absence of summary statistic 
reporting for secondary outcome. 
 
Indirectness: Serious concerns of indirectness. The 
use of aspirin in the study sample is a concern for 
indirectness, in addition to risk of bias, as aspirin is 
not recommended for primary prevention in 
Australian practice. Also, the CAC threshold of 80th 
percentile for age and gender is different to the 
threshold recommended in clinical guidelines used 
for the study population (75th percentile is 
recommended per the  2018 ACA/AHA Guidelines for 
management of blood cholesterol)7. 
 
Publication Bias: Not able to be assessed as single 
study.  

The initial study certainty level was 
considered High, as appropriate for a 
randomised, clinical trial.2 The study was 
downgraded by three levels in total, due 
to borderline concerns of imprecision in 
addition to serious and very serious 
concerns of indirectness and risk of bias 
respectively. Thus, the final assessment of 
the study certainty level is Very Low. 
 
The clinical significance of the results is 
uncertain, as the results are from a single 
study that was not powered to detect the 
outcome of interest for our clinical 
question. Additionally, the study 
administered aspirin to all subjects, 
however, aspirin is not recommended for 
primary prevention in Australian clinical 
practice. 



 
 

Outcome Participants 
(studies) 

Study 
Design 

Findings Certainty of the evidence 
(GRADE)  

Rationale and Clinical Significance. 

Ability of CAC score to 
predict benefit from 
statin therapy. 

13644 (1) 
Mitchel et al 
2018. 
 
Age range: 
>=18yr 
 
Mean: 
49.6yr 
(+/- 8.4yr) 

Registry 
cohort 
analysis 

In a cohort of asymptomatic 
patients, statin therapy in patients 
with CAC >0 was associated with a 
reduced 10-year MACE rate (asHR 
0.76, 95% CI 0.60 – 0.95, p = 0.015) 
compared to no statin therapy. 
Statin therapy in patients with CAC 
= 0 was not associated with a 
change in 10-year MACE rate (asHR 
1.00, 95% CI 0.79 – 1.27, p = 0.99) 
compared to no statin therapy.  
  
When analysed by subdivisions of 
CAC score, the benefit of statin use 
on MACE risk was significantly 
related to CAC severity (p < 0.001 
for interaction), with the most 
pronounced effect in the subgroup 
of subjects with CAC 101 – 400 
(asHR 0.32, 95% CI 0.21 – 0.48, p < 
0.0001).  

LOW 
 
Risk of bias: Subjects were not randomised to statin 
therapy, although inverse weighting techniques were 
used to reduce impact of confounding variables, as 
initially the subjects receiving statin therapy were 
more likely to have a higher CAC score and other risk 
factors. Concerns for bias remain as a range of 
statins and dose intensities were used, and it was 
not reported if the dose intensity differed for 
subjects with CAC = 0 v CAC>0. Additionally, 
outcome data was obtained from administrative 
claims data, carrying the risk of coding inaccuracies. 
 
Inconsistency: Not able to be assessed as single 
study. 
 
Imprecision: No concerns of imprecision due to the 
high number of events detected in the study (532) 
and confidence intervals for the positive CAC group 
that did not cross the threshold of no effect. 
 
Indirectness: Borderline concerns of indirectness 
regarding the generalisability of the study population 
(71% male) and the subdivision of CAC only by score 
and not by percentile for age and gender.  
 
Publication Bias: Not able to be assessed as single 
study. 
  

The initial study certainty level was 
considered High, as appropriate for cohort 
studies in prognostic research.3 The risk of 
bias was judged to be severe enough to 
warrant downgrading by one or possibly 
two levels. Including consideration of the 
borderline risk of indirectness, a 
judgement was made to downgrade the 
study by two levels overall. Thus, the final 
assessment of the study certainty level is 
Low. 
 
This is a single study, of low certainty, that 
demonstrates the ability of CAC scoring to 
predict benefit from statin therapy in 
asymptomatic patients. To improve 
confidence in these results, the findings 
would need to be replicated in 
randomised trial designs with a range of 
populations, and meta-analysis of 
individual patient data needed to estimate 
the magnitude of effect5. 

 

 

 

 

 

 

 



 
 

 

Figure 1 Summary of the GRADE approach for evidence appraisal and recommendation development when considering evidence for diagnostic tests.2 Adapted from the US GRADE Network with permission.
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