1duosnuey Joyiny 1duosnuen Joyiny 1duosnuey Joyiny

1duosnuey Joyiny

Author manuscript
JAm Coll Cardiol. Author manuscript; available in PMC 2020 March 28.

Published in final edited form as:
JAm Coll Cardiol. 2019 March 05; 73(8): 893-902. doi:10.1016/j.jacc.2018.11.056.

-, HHS Public Access
«

Outcomes After CT Angiography Versus Stress Testing in
Diabetic Patients With Suspected Coronary Artery Disease

Abhinav Sharma, MDaP¢ Adrian Coles, PhD?, Nishant K. Sekaran, MD?2, Neha J. Pagidipati,
MD, MPH2, Michael T. Lu, MD, MPHY, Daniel B. Mark, MD, MPH2, Kerry L. Lee, PhD?,
Hussein R. Al-Khalidi, PhD?, Udo Hoffmann, MDY, Pamela S. Douglas, MD?

aDuke Clinical Research Institute, Duke University School of Medicine (Durham, North Carolina,
USA);

bMazankowski Alberta Heart Institute, University of Alberta (Edmonton, Alberta, Canada);
Division of Cardiology, Stanford University (Palo Alto, California, USA);

dmassachusetts General Hospital, Harvard Medical School (Boston, Massachusetts, USA)

Abstract

Background: The optimal noninvasive test (NIT) for patients with diabetes and stable symptoms
of coronary artery disease (CAD) is unknown.

Objective: To assess whether a diagnostic strategy based on coronary computed tomographic
angiography (CTA) is superior to functional stress testing in reducing adverse cardiovascular (CV)
outcomes (CV death or myocardial infarction [MI]) among symptomatic patients with diabetes.

Methods: The Prospective Multicenter Imaging Study for Evaluation of Chest Pain (PROMISE;
NCTO01174550) was a randomized trial evaluating an initial strategy of CTA versus functional
testing in stable outpatients with symptoms suggestive of CAD. We compared CV outcomes in
patients with diabetes (n=1,908 [21%]) and without diabetes (n=7,058 [79%]) based on their
randomization to CTA or functional testing.

Results: Patients with diabetes (vs. without) were similar in age (median 61 vs. 60 years) and sex
(female 54% vs. 52%) but had a greater burden of CV comorbidities. Patients with diabetes who
underwent CTA had a lower risk of CV death/MI, compared to functional stress testing (CTA,
1.1% [10/936] vs. stress testing, 2.6% [25/972]; adjusted hazard ratio [aHR] 0.38, 95% CI 0.18—
0.79; p=0.01). There was no significant difference in non-diabetics (CTA, 1.4% [50/3,564] vs.
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stress testing, 1.3% [45/3,494]; aHR 1.03, 95% CI 0.69-1.54, p=0.887; interaction term for
diabetes p-value=0.02).

Conclusions: In diabetics presenting with stable chest pain, a CTA strategy resulted in fewer
adverse CV outcomes than a functional testing strategy. CTA may be considered as the initial
diagnostic strategy in this subgroup.

Condensed abstract

The optimal noninvasive test (NIT) for patients with diabetes and stable symptoms of coronary
artery disease (CAD) is unknown. We compared CV outcomes in patients with diabetes (n=1,908
[21%]) and without diabetes (n=7,058 [79%]) based on their randomization to CTA or functional
testing in the PROMISE trial. In patients with diabetes, a CTA strategy resulted in a lower risk of
CV death/MI than functional testing (adjusted HR 0.38, 95% CI 0.18-0.79; p=0.01). This result
was not seen in patients without diabetes. CTA may be considered as the initial diagnostic strategy
among stable patients with diabetes and symptoms suggestive of CAD.
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Introduction

In the United States, over 29 million adults have a diagnosis of diabetes, and diabetes is an
established cardiovascular (CV) risk factor (1). However, while CV disease is one of the
leading causes of death and disability among patients with diabetes (2,3), evaluation of
noninvasive testing (NIT) strategies to reduce CV outcomes in asymptomatic patients has
not shown significant benefit from any particular NIT strategy. Among asymptomatic
patients with type 1 or 2 diabetes, a strategy of screening for coronary artery disease (CAD)
with coronary computed tomographic angiography (CTA) or nuclear testing versus standard
of care increased subsequent processes of care (including referral to invasive coronary
angiography [ICA] and revascularization) but failed to reduce CV outcomes (4,5).

To date, despite the higher prevalence and risk of CAD in patients with diabetes, there is
limited evidence to guide clinicians in choosing among available NIT options. In light of
these considerations, we felt that this was a clinically important subgroup to assess as the
overall positive or negative results had the potential to obscure opposite findings in this
important subgroup. Specifically, it is unknown whether an anatomic approach of evaluating
symptoms suggestive of CAD using CTA is superior to functional stress testing in altering
processes of care or reducing the risk of adverse CV outcomes. To address these knowledge
gaps, we used contemporary data from the Prospective Multicenter Imaging Study for
Evaluation of Chest Pain (PROMISE), a randomized trial of diagnostic evaluation strategy in
stable outpatients with symptoms suggestive of CAD (6,7). We assessed symptomatic
patients with and without diabetes to evaluate (a) the differences in processes of care
including referral to ICA and use of CV preventative therapies following NIT; (b)
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differences in the risk of CV outcomes; and (c) whether the risk of CV outcomes in patients
with and without diabetes is different in CTA versus functional stress testing.

Methods

Patient population

The methods and results of the PROMISE trial have been previously described (6,7). In
brief, 10,003 symptomatic stable outpatients (2,144 patients with diabetes [21%] and 7,858
without diabetes [79%]) without a history of CAD were randomized to initial anatomical
testing with 64-slice multi-detector CTA or functional testing of the local physician’s choice
(exercise electrocardiogram [ECG], stress nuclear imaging, or stress echocardiogram).
Overall, there were 8,966 patients tested as randomized with an interpretable NIT result
(1,908 [21%] with diabetes and 7,058 [79%] without diabetes). For the present analysis, the
population of patients with an interpretable NIT result was used. A history of diabetes was
based on patient- and site-identified history of diabetes or use of anti-hyperglycemic
medications.

Baseline variable and data collection

Baseline patient data on demographics, risk factor profiles, ECG findings, symptoms, and
CAD risk estimates were collected for all patients. Calculation of the Framingham and
Atherosclerotic Cardiovascular Disease Score (ASCVD) scores have been described
previously (8,9). Test results according to site interpretation were recorded for the first NIT
performed. In keeping with the pragmatic study design of the PROMISE trial, the test
findings are based on site-based interpretation of the noninvasive and CTA test results.

Statistical analysis

Baseline characteristics were summarized using median (251, 75t percentiles) for
continuous variables and frequencies/percentages for categorical variables. Comparisons of
patients with diabetes who were randomized to CTA versus a functional stress test were
performed using the Wilcoxon rank sum test for continuous variables and chi-square test for
categorical variables at a significance level of 0.05 (a similar process was conducted for
patients without diabetes). Logistic regression models were used to assess the likelihood of
test positivity between patients with and without diabetes. These models adjusted for NIT
modality, age, and sex.

Processes of care following NIT include referral to ICA 90 days after randomization, referral
to revascularization within 30 days of ICA, and medication prescription prior to or on a 60-
day visit. The medications of interest included aspirin, statin, beta-blockers, and angiotensin-
converting enzyme inhibitor (ACEi) or angiotensin receptor blockers (ARB).

Logistic regression models were used to compare the likelihood of each process of care
between (a) patients with and without diabetes; (b) patients with diabetes randomized to
CTA versus functional stress testing; and (c) patients without diabetes randomized to CTA
versus functional stress testing. The association between diabetic status and ICA referral was
adjusted for age, sex, and NIT result (positive/negative); the association of diabetic status
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and revascularization was adjusted for age, sex, and ICA result (positive/negative); and the
association between diabetic history and 60-day medication prescription was adjusted for
age, sex, and NIT modality. The modifying effect of diabetic status on the relationship
between randomized testing strategy and each process of care was also assessed via logistic
regression models that included the appropriate two-way interaction terms.

The clinical outcomes of interest included time to death/MI/unstable angina hospitalization
(UAH) and CV death/MI. The relationships between diabetes history and these outcomes
were assessed using Cox regression models and were adjusted for NIT modality, NIT results
(positive/negative), ICA results (positive/negative/not tested, time-dependent),
revascularization (time-dependent), age (time-dependent), and sex. Cox regression models
were also used to evaluate the relationship between CTA versus functional stress testing by
diabetic status and adjusted for NIT results (positive/negative), ICA results (positive/
negative/not tested, time-dependent), revascularization (time-dependent), age (time-
dependent), and sex. In addition, we conducted additional analyses to assess whether the
association between disease severity (severely abnormal, moderately abnormal, mildly
abnormal, and normal) and adverse events was jointly modified by initial testing modality
(anatomical vs. functional) and diabetes history (yes vs. no) using Cox regression models.

We define lost to follow-up with respect to the primary outcome for this secondary analysis
(death/MI1/UAH) as not experiencing any component of the compaosite and having less than
12 months of follow-up. Overall, 1010/8966 (11%) of patients in our analysis cohort were
lost to follow-up, 613/4466 (14%) of stress test patients were lost to follow-up, and
397/4500 (9%) of CTA patients were lost to follow-up; 766/7058 (11%) of patients without
diabetes were lost to follow-up, and 244/1908 (13%) of patients with diabetes were lost to
follow-up.

All statistical calculations were conducted using SAS 9.4 (SAS Institute, Inc., Cary, North
Carolina).

Baseline demographics

Patients with diabetes (n=2,144) compared to patients without diabetes (n=7,858) had
similar ages and sex but a greater likelihood of having CV risk factors including
hypertension, dyslipidemia, depression, and an increased body mass index (Online Table 1).
The baseline characteristics between patients with diabetes who were randomized to CTA
(n=936) versus functional stress testing (n=972) were well balanced (Table 1) including age,
sex, and cardiac risk factors (p-value >0.05 for all). In patients without diabetes who were
randomized to CTA (n=3,564) versus functional stress testing (n=3,494) (Table 1), there was
a slight but statistically significant difference in age (median age 59.3 years CTA vs. 60.3
years functional stress testing; p<0.001) and racial distribution (p=0.002). Differences in the
distribution of stress method among patients in the functional stress testing arm is presented
in Online Table 2.
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Processes of care after NIT

Test positivity—Among patients with diabetes versus those without diabetes, there was an
increased likelihood of positive NIT (15.2% vs. 11.5%, unadjusted odds ratio [OR] 1.38,
95% confidence interval [CI] 1.19-1.59; p<0.001; adjusted OR [aOR] 1.38, 95% CI 1.19-
1.60; p<0.001). Testing modality did not modify the relationship between diabetes and NIT
test result (interaction p-value=0.930). The distribution and details of positive test results by
test modality have been published previously (10). Among the 972 patients with diabetes
who underwent functional stress testing, 711 (73%) were referred for a nuclear scan, 185
(19%) were referred for an echocardiogram stress test, and only 76 (8%) were referred for
an ECG stress test. Among the 76 patients referred for an ECG stress test, only 7 (9%) had a
positive test (defined as ST-segment changes consistent with ischemia during stress being
detected or if the stress was terminated early [< 3 min] due to reproduction of symptoms,
arrhythmia, and/or hypotension). Furthermore, among those who underwent ECG stress test,
4 (5%) failed to achieve maximal stress.

Referral to ICA—Patients with diabetes, compared to patients without diabetes, were more
likely to be referred for ICA within 90 days of NIT (diabetes 12.6% [240/1908] vs. without
diabetes 9.3% [653/7058]) in both unadjusted (OR 1.41, 95% CI 1.21-1.65, p<0.001) and
adjusted analyses (aOR 1.26, 95% CI 1.03-1.53, p=0.024). Patients undergoing CTA,
compared to stress testing, had increased referral to ICA; diabetes did not modify the
relationship between NIT modality and referral to ICA (adjusted interaction p-value = 0.596;
Online Table 3).

Referral to revascularization—Among those receiving catheterization, patients with and
without diabetes had similar likelihood of referral to revascularization within 30 days of ICA
(diabetes 48.3% [116/240] vs. 45.0% [294/654], unadjusted OR 1.15, 95% CI 0.85-1.54,
p=0.369; aOR 0.86, 95% CI 0.53-1.41, p=0.561). Patients undergoing CTA, compared to
stress testing, had increased referral to revascularization; diabetes did not modify the
relationship between NIT modality and referral to ICA (adjusted interaction p-value = 0.372;
Online Table 4). The results for CTA and stress testing by invasive angiographic findings
and the invasive angiographic findings by revascularization use are presented in Online
Table 5.

Medication use reported at 60-day visit—Overall, patients with diabetes, compared to
patients without diabetes, were more likely to have a prescription at the 60-day visit for
aspirin (aOR 1.50, 95% CI 1.34-1.67, p<0.001), statin (aOR 2.19, 95% CI| 1.95-2.45,
p<0.001), beta-blocker (aOR 1.34, 95% CI 1.19-1.50, p<0.001), and ACEi/ARB (aOR 3.84,
95% ClI 3.42-4.31, p<0.001) (Table 2).

Diabetes did not modify the relationship between testing modality and the likelihood of
having a day-60 prescription for statin (adjusted p-value =0.783) (Online Table 6). Similarly,
diabetes did not modify the relationship between testing modality and the likelihood of
having a day-60 prescription for aspirin (adjusted p-value = 0.907) (Online Table 6). Among
patients with and without diabetes, those who had a positive NIT result had a numerically
increased likelihood of being prescribed a statin by the 60-day visit and to be referred for

JAm Coll Cardiol. Author manuscript; available in PMC 2020 March 28.



1duosnuen Joyiny 1duosnuey Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Sharma et al.

Association

Page 6

ICA within 90 days after randomization (Online Table 7). The use of statins at 60 days was
numerically higher, in both patients with and without diabetes, in the CTA arm compared to
stress testing arm, when stratified by severity of results (Online Table 8).

between diabetes, testing modality, and outcomes

Patients with diabetes, compared with patients without diabetes, were at higher risk for
death/MI/UAH (adjusted HR [aHR] 1.40, 95% CI 1.07-1.83, p=0.015) and at similar risk
for CV death/MI (aHR 1.35, 95% CI 0.91-1.99, p=0.131) (Online Table 9). Diabetes did not
modify the relationship between NIT result and death/MI/UAH (adjusted interaction p-value
0.179) or NIT results and CV death/MI (adjusted interaction p-value 0.884).

Diabetes significantly modified the relationship between testing modality and the outcomes
of death/MI/UAH (adjusted interaction p-value = 0.096), and CV death/MI (adjusted
interaction p-value = 0.02) (Figures 1 and 2). Patients with diabetes who underwent CTA,
compared to functional stress testing, had a numerically lower likelihood of death/MI/UAH
(CTA 3.4% [32/936] vs. 4.4% [43/972]; aHR 0.74, 95% CI 0.47-1.18; p=0.207). Diabetic
patients who underwent CTA, compared to those who underwent functional stress testing,
had a significantly lower risk of CV death/MI (CTA 1.1% [10/936] vs. functional stress
testing 2.6% [25/972]; aHR 0.38, 95% CI 0.18-0.79; p=0.01) (Table 4). Patients without
diabetes who underwent CTA, compared with functional stress testing, had a similar
adjusted likelihood of death/MI/UAH (CTA 3.0% [105/3564] vs. functional stress testing
2.4% [85/3494]; aHR 1.18, 95% CI 0.88-1.57; p=0.269) and CV death/MI (CTA 1.4%
[50/3564] vs. functional stress testing 1.29% [45/3494]; aHR 1.03, 95% CI 0.69-1.54;
p=0.887).

Among patients with diabetes having CTA, compared to those having stress tests, there was
a non-significant decrease within 6 months in the number of deaths, CV deaths, and Mls;
however, there was an increase in UAH among patients with diabetes having CTA compared
to those having stress tests. Among patients without diabetes having CTA, compared to
those having a stress test, although there was a non-significant decrease in deaths within 6
months, the remaining events were balanced between the two testing arms (Online Table
10). The overall breakdown of clinical events by individual outcome endpoints is presented
in Online Table 11. Our data do not suggest that there exists a jointly modifying effect on the
association between disease severity and adverse events by diabetes history (death/MI/UAH:
3-way interaction p-value: 0.1369; CV death/MI: 3-way interaction p-value: 0.9361) (Online
Table 12).

Discussion

Despite the high risk of CV outcomes in patients with diabetes, the optimal NIT strategy to
evaluate for symptoms suggestive of CAD in this group remains unclear. In our analysis of
the PROMISE trial, we identified the following major findings: (a) diabetes influences the
processes of care decisions following NIT, including increased referral to ICA and 60-day
medication prescription; and (b) patients with diabetes who had a CTA, compared to
functional stress testing, had a significantly reduced risk of adverse CV events (a difference
not seen in patients without diabetes). These results suggest that, among patients with
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diabetes who have symptoms suggestive of CAD, CTA may be the preferred initial NIT
modality. In patients without diabetes who have similar outcomes regardless of initial CTA
versus functional stress testing, test choice is less clear.

In the PROMISE trial, diabetes was associated with an increased likelihood of positive NIT
including more high-risk CTA and functional test findings (10).Yet even after adjustment for
NIT result, the presence of diabetes was associated with an increased likelihood of referral
to ICA. Our patients with diabetes had a higher predicted 10-year risk of adverse CV events
(Framingham and ASCVD); however, the likelihood of CAD based on the Diamond-
Forrester was similar. Our data suggest that these factors may be driving physician practice
patterns, resulting in an increased referral to ICA even after controlling for test results.
Despite this finding, referral to revascularization is similar between patients with and
without diabetes. This suggests that once coronary anatomy is identified, the presence of
diabetes no longer influences the decision to send a patient for revascularization, a finding
that has been seen in previous registries of patients with stable angina (11). The higher use
of medication at 60-day visit among patients with diabetes is likely influenced by the greater
baseline use of these medications and guideline recommendations for aggressive risk factor
modification (12,13).

We identified an increased risk of CV events in patients with diabetes, compared to those
without diabetes, presenting with stable symptoms. Although these results align with
previous reports of patients with and without diabetes who present with chest pain (14),
there are some conflicting reports. The Euro Heart Survey on Coronary Revascularization
(EHS-CR) prospectively enrolled patients with stable CAD (proven stenosis > 50%)
undergoing ICA (11) and found that diabetes did not increase the risk of death/MI/UAH at 1
year (aHR 1.0, 95% CI 0.7-1.4), compared to those without diabetes. However, both patients
with and without diabetes in our analysis had a lower event rate compared to previous
research, with a 1.83% risk of CV death/MI over a median follow-up of 2 years (6). Other
studies in similar populations have reported a CV death/MI risk as high as 13% over a
median follow-up of 3 years (14). In comparison, our data demonstrate a good prognosis in a
contemporary cohort of new onset chest pain patients with diabetes, and may result from
more intensive medical management (such as use of statins) and improvements in the
optimization of cardiac care.

Patients with diabetes who were assigned to an anatomic CTA testing strategy suffered
significantly less CV death/MI than those assigned to a functional stress testing strategy. In
contrast, no such difference was observed between the testing strategies in patients without
diabetes. Furthermore, in both patients with and without diabetes, those who underwent a
CTA had a greater likelihood of being referred to ICA and having increased preventive
medication use at 60 days including aspirin and statins. Our results align with a recently
published meta-analysis of CTA versus functional testing in patients with suspected CAD
(the meta-analysis included the PROMISE study) (15). This analysis demonstrated that
patients randomized to CTA, compared to functional stress testing, had an overall decreased
risk of myocardial infarction (CTA 0.7% vs. 1.1%; HR 0.71, 95% CI 0.53-0.96) and
increased likelihood of aspirin and statin prescription. A prior analysis of the PROMISE trial
demonstrated that a majority of CV events occurred in patients with non-obstructive CAD
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(16). By enabling a visualization of non-obstructive CAD, CTA identifies additional at-risk
patients and provides superior prognostic and discriminatory information when compared to
functional stress testing. As the overall risk of subsequent CV events among stable
contemporary patients with symptoms suggestive of CAD is low, the increased use of
established cardio-protective therapies (as clearly influenced by CTA findings) would likely
impart a greater magnitude of benefit among patients enriched for CV events — such as those
with diabetes. Whether the increased referral for ICA and revascularization following CTA
contributes to improved outcomes among patients with diabetes would require further
exploration in a well-powered prospective randomized trial. A previous analysis
demonstrated that an absence of diabetes was one of several factors associated with a higher
likelihood of negative NIT results and fewer events in the PROMISE trial cohort (17). The
extended follow-up results of the Scottish Computed Tomography of the Heart (SCOT-
HEART) study, which randomized stable outpatients with chest pain to CTA versus standard
of care, suggested that the use of CTA resulted in more correct diagnosis of CAD; this
subsequently resulted in a greater use of cardio-protective therapies, which resulted in fewer
clinical events among patients randomized to CTA (18). Our analysis extends on this finding
by demonstrating that among patients both with and without diabetes randomized to CTA,
compared to stress testing, statin use at 60 days after randomization was higher in patients
with any abnormal CTA result. While prospective confirmation is required, these results
suggest that physicians caring for patients who have diabetes and symptoms suggestive of
CAD should consider CTA as the initial NIT modality of choice as this may yield better CV
outcomes in these patients than stress testing (4).

Our findings suggest that diabetes does not modify the relationship between NIT modality
and the outcome of death/MI/UAH. However, the directionality of the hazard ratio between
CTA vs. functional testing in patients with diabetes and those without diabetes is consistent
with the results seen in the outcome of CV death/MI (Table 3). These findings suggest a
possible benefit of CTA over functional testing in patients with diabetes, but our study
population was underpowered to detect this difference. Among patients with diabetes, the
primary benefit of CTA over functional testing is to reduce the risk of CV events —
specifically CV death/MI. Among patients across the spectrum of glycemic disorder
including those with pre-diabetes (19) and those with diabetes and established CV disease
(20), non-CV death forms a large burden of mortality. This competing cause of death may
not necessarily be modified by the downstream treatments following NIT. This may have
contributed to the absence of a statistically significant reduction in death/MI/UAH in CTA
vs. functional testing in PROMISE trial patients with diabetes despite a significant reduction
in CV death/MI.

Limitations

Although our study is post-hoc and is subject to the inherent limitations of this type of
analysis, evaluation of testing modality and outcomes in patients with diabetes was
prespecified. The identification of reduced risk of CV death/MI in patients with diabetes
associated with CTA randomization was based on small numbers. The trends toward reduced
risk of death/MI/UAH and CV death/MI/UAH in patients with diabetes undergoing CTA
versus functional testing reinforce the findings seen with the endpoint of CV death/MI.
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Failure to achieve maximal stress during an ECG stress test may also pose a limitation;
however, only 5% of patients with diabetes failed to achieve maximal stress testing. Further,
they are mechanistically plausible based on improved processes of care. The presence of
diabetes was not formally established by HbAlc or fasting glucose testing. Data on the type,
duration, and degree of control of diabetes were not available. Glycemic control during the
trial and the types of antihyperglycemic medications that may have changed during the
conduct of the trial are unknown. Data on risk factor control during the conduct of the trial
were not collected. Slight statistical differences in some of the baseline characteristics were
seen in patients without diabetes who were randomized to CTA versus functional stress
testing; however, the absolute differences were small and likely not clinically relevant.

Conclusion

Among a contemporary cohort of patients with symptoms suggestive of CAD requiring
testing, patients with diabetes are at increased risk of CV events compared to those without
diabetes; however, the absolute risk of events is still low. Patients with diabetes who were
randomized to CTA rather than functional stress testing had a reduced risk of CV events
compared to those randomized to functional testing. This finding likely arises from
increased use of downstream investigations and appropriate prescription of preventative
therapies that may reduce CV events (such as statins). In evaluating stable patients with
diabetes who have symptoms suggestive of CAD, physicians should consider these benefits
of using CTA as the initial diagnostic strategy.
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Clinical Perspectives
Competency in Medical Knowledge:

Diabetes is an established marker for cardiovascular risk. In the PROMISE trial, among
stable patients with diabetes who present with symptoms suggestive of coronary artery
disease, those who underwent coronary computed tomographic angiography (CTA) had a
reduced risk of cardiovascular death or myocardial infarction compared to patients who
underwent functional stress testing. This finding was not seen in patients without
diabetes.

Translational Outlook:

Patients in the PROMISE trial who underwent CTA had increased subsequent invasive
evaluations and medical therapy (such as statins, aspirin, and angiotensin-converting
enzyme inhibitors/angiotensin receptor blockers). This finding was also seen among
patients with diabetes who underwent CTA, which may have contributed to the
improvement in outcomes. Strategies to increase the use of appropriate evidence-based
medical therapies such as statins in patients with diabetes who present with chest pain
may represent an avenue to improve outcomes in this patient population.
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3494 3244 2971 2428 1767 1117 605 183

Figure 1. Kaplan-Meier curvesfor the composite of death/myocardial infarction/unstable angina
hospitalization by randomized noninvasive testing modality and diabetes history

. (A\) Patients with diabetes. Adjusted hazard ratio between patients randomized to CTA vs.
functional testing, 0.74; 95% confidence interval, 0.47-1.18; p-value = 0.207. (B) Patients
without diabetes. Adjusted hazard ratio between patients randomized to CTA vs. functional
testing, 1.18; 95% confidence interval, 0.88-1.57; p-value = 0.269. CTA, computed
tomographic angiography.
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— Stress Test
74— —- CTA

Percent with Event
'S

Months since Randomization

Baseline (0) 6 Mo. 12 Mo. 18 Mo. 24 Mo. 30 Mo. 36 Mo. 42 Mo.

936 894 823 667 505 340 170 58
972 888 804 651 452 297 172 54

8
— Stress Test
74— CTA

6

5

Percent with Event
-~

Months since Randomization

Baseline (0) 6 Mo. 12 Mo. 18 Mo. 24 Mo. 30 Mo. 36 Mo. 42 Mo.

3564 3439 3230 2658 1986 1278 682 196
3494 3261 2990 2448 1782 1131 610 187

Figure 2. [central illustration]. Kaplan-Meier curvesfor the composite of cardiovascular death/
myocar dial infarction by randomized noninvasive testing modality and diabetes history

. (A\) Patients with diabetes. Adjusted hazard ratio between patients randomized to CTA vs.
functional testing, 0.38; 95% confidence interval, 0.18-0.79; p-value = 0.01 (B) Patients
without diabetes. Adjusted hazard ratio between patients randomized to CTA vs. functional
testing, 1.03; 95% confidence interval, 0.69-1.54; p-value = 0.887. CTA, computed
tomographic angiography.
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