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Does ischemic burden on stress  
testing influence patient survival in  
subjects with known severe multi-vessel CAD?
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Abstract: Background: Ischemic burden observed during stress testing has been postulated to predict prognosis 
irrespective of anatomic atherosclerotic burden observed on angiography. However, it is not known if the stress test 
result influences the long-term prognosis of subjects with diffuse coronary artery disease. We sought to determine 
the prognostic importance of stress test false negativity amongst patients with severe multi-vessel coronary artery 
disease (CAD) undergoing stress testing in the previous decade. Methods: We selected subjects from the dates 
of 1/1/2000 to 12/31/2005 who underwent a nuclear stress test (MPI) or stress echocardiogram (SE) within six 
months of a coronary angiogram demonstrating severe, multi-vessel CAD. We excluded those with a prior MI, PCI, 
CABG, resting wall motion abnormality, or perfusion defect at rest. Determination of patient death during the follow-
up period was performed using the U.S. social security index. Results: 139 subjects (MPI 81, SE 58) were studied; 
stress tests were positive for ischemia in 80%. Rates of death were similar at 1 year (MPI 9%, SE 5%, p-value 
0.44), 5 years (MPI 20%, SE 14%, p-value 0.36) and 10 years (MPI 30%, SE 26%, p-value 0.63). Using multivariate 
analysis, mortality at each time period was not affected by stress test positivity. Conclusion: Amongst subjects with 
diffuse and severe atherosclerosis with preserved ventricular function, ischemic burden on stress testing did not 
influence short or long-term survival. 
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Introduction

Coronary artery disease (CAD), the primary 
cause of death in the United States, afflicts 
17.6 million Americans [1]. Multi-vessel invo- 
lvement represents a more serious facet of 
CAD, having a one-year mortality nearly twice 
that of single-vessel disease [2]. Functional 
imaging is one of the primary methods by which 
individuals with CAD are recognized and risk 
stratified for treatment. The published sensi- 
tivity of stress testing is reported to be 87%  
for myocardial perfusion imaging (MPI) and 
81% for stress echocardiography (SE) in he- 
terogeneous cohorts referred for a broad vari-
ety of indications, and paradoxically may be 
even lower in patients with multi-vessel dise- 
ase [3, 4]. There is even evidence that in the 
diagnosis of left main and triple vessel dise- 
ase, SE may in fact outperform MPI [5-7]. 

Several mechanisms have been postulated  
to account for false negative stress testing re- 
sults. MPI relies upon differences in perfusion 
between coronary territories; thus, a false neg-
ative result may occur when there is reduced 
perfusion in all three territories [8]. This phe-
nomenon has been referred to as balanced 
ischemia. SE may also be susceptible to false 
negative results when multi-vessel disease is 
present. Studies have indicated that the pre- 
sence of collateral circulation distal to the ste-
nosis may be associated with decreased sen- 
sitivity [9].

Burden of ischemia on functional imaging has 
been shown to correlate with CAD prognosis in 
some samples consisting of mainly regional 
CAD [10, 11]. We hypothesized that absence of 
ischemia on SE and MPI in subjects known to 
have severe diffuse “3-vessel” CAD (i.e. false 
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negative tests) would also have improved prog-
nosis compared to those who had multivessel 
CAD and demonstrable ischemia on functional 
imaging.

Methods

Study design

Patients who had undergone MPI or SE between 
1/1/2000 and 12/31/2005 were included if 
they also had a coronary angiogram demon-
strating severe, multi-vessel CAD (in all three 
major territories or in the left main) within six 
months. This enrollment period was chosen as 
we had previously reported the prevalence of 
false negative stress testing in this group, and 
now sought to determine the rate of cardiac 
events for this cohort [12]. Subjects excluded 
were those with prior MI, CABG, PCI, resting 
wall motion abnormalities on SE, or myocardial 
perfusion defects at rest. The Institutional Re- 
view Board at Montefiore Medical Center re-
reviewed and re-approved the study protocol. 
The primary outcomes of the study were short-
term, moderate-term, and long-term mortality.

Stress testing and catheterization data

SE and cardiac catheterization reports were 
obtained from our institutional Heart Center 
database (Apollo, Lumedx, Oakland CA) at 
Montefiore Medical Center. Echocardiogram 

MPI reports were identified using an existing 
nuclear cardiology quality assurance database 
within the Nuclear Medicine department at our 
institution. Data collected included MPI inter-
pretation, summed rest and stress scores, and 
presence of transient ischemic dilatation. MPI 
positivity was defined as presence of perfusion 
defects in multiple distributions not attributed 
to attenuation or artifact.

Clinical data

Clinical data for each study subject was ex- 
tracted from the Montefiore Medical Center 
electronic health record. Additional clinical in- 
formation was extracted from Montefiore Me- 
dical Center’s Clinical Looking Glass (Emerg- 
ing Health Information Technology, Yonkers, 
NY). This database integrates clinical data  
from all inpatient visits at three hospital facili-
ties and outpatient encounters at twenty ambu-
latory sites, home care and community service 
programs within the Montefiore system. Infor- 
mation extracted included comorbidities, race 
and ethnicity. CLG also captures all dates of 
death from a National Death Index and from 
the hospital’s inpatient record. Vital status was 
determined as of February 1, 2014 for survi- 
val analysis. Median income figures were ob- 
tained from an existing national database [13].

Data analysis

Data analysis in this study was carried out with 
STATA v.11 (College Station, TX). Normally dis-

Table 1. Subject characteristics
Stress nuclear 

(N = 81)
Stress echo  

(N = 58)
P-

value
Sex
    Female 52 (64) 23 (40) 0.004
    Male 29 (36) 35 (60)
Age (years) 66 ± 11 63 ± 13 0.19
Obese* 31 (38) 25 (43) 0.57
Race
    White 20 (25) 19 (33) 0.30
    African-American 26 (32) 15 (26) 0.43
    Asian 4 (5) 3 (5) 0.95
    Hispanic 13 (16) 6 (10) 0.34
Smoker 20 (32) 15 (30) 0.84
Type II DM 48 (66) 29 (52) 0.11
HTN 66 (93) 48 (87) 0.28
Median zip code income (thousands) 45 [IR: 35, 65] 51 [IR: 39, 65] 0.22
*BMI greater than or equal to 30.

reports were reviewed for 
presence of ischemia-in- 
duced wall motion abnor-
malities, exercise duration, 
achieved heart rate, blood 
pressure, symptoms, mo- 
de of stress, and compli- 
cations. SE positivity was 
defined as presence of 
wall motion abnormalities 
in multiple vessel distribu-
tions. Catheterization re- 
ports were reviewed for 
the presence of severe 
CAD. Coronary stenosis 
was considered to be 
severe if greater than 70% 
in the three major coronary 
branches. Left main steno-
sis was considered to be 
severe if greater than 50%.
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tributed data were presented as the mean ± 
standard deviation (SD). Non-normal data were 
presented as the median [interquartile range 
(IR)]. Comparison of means was performed 
using the two-sample t-test. Comparison of  
categorical data was performed using the Chi-
squared test. Comparison of medians was  
performed using the Mann-Whitney or Krus- 
kal-Wallis tests as appropriate. P-values were 
considered significant if <0.05. Multivariate 
regression analysis was performed with select-
ed variables with p-value less than or equal to 
0.2 or those posited to significantly interact 
with our outcome; logistic regression was em- 

ployed to calculate odds of death at chosen 
intervals of 1, 5, and 10 years.

Results

Table 1 displays the clinical characteristics  
of the 139 subjects included in the study, as 
stratified by mode of stress. Women comprised 
the majority of the MPI group and the minority 
of the SE group. Otherwise, characteristics be- 
tween the two cohorts were similar.

In Table 2, more individuals undergoing MPI 
underwent pharmacologic testing and had a 
positive stress test. Although baseline cardiac 

Table 2. Stress test outcomes 
Stress nuclear (N = 81) Stress echo (N = 58) P-value

Stress test parameters
    Positive stress test 69 (85) 42 (72) 0.03 
    Reduced EF* 13 (16) 5 (9) 0.20
        Negative test** 1 (20) 0 (0) 0.10
    Pharmacologic stress 66 (81) 15 (16) <0.001
        Negative test 9 (12) 3 (33) 0.07
    Exercise stress 14 (17) 45 (78) <0.001
        Negative test 0 (0) 11 (24) 0.04
    CABG 44 (54) 29 (50) 0.61
        Negative test 5 (12) 6 (21) 0.30
    PCI 19 (23) 15 (26) 0.75
        Negative test 2 (11) 6 (43) 0.03
Follow-up and outcomes
    Median follow-up (years)
        Survivors 10.2 [IR: 9.1, 11.6] 10.4 [IR: 9.5, 11.2] 0.77
        Deceased 3.0 [IR: 0.8, 6.1] 4.6 [IR: 3.2, 6.8] 0.31
    Deaths
        1 year 7 (9) 3 (5) 0.44
        Negative test 1  (14) 0 (0) 0.49
        5 years 16 (20) 8 (14) 0.36
        Negative test 3 (19) 2 (25) 0.72
        10 years 24 (30) 15 (26) 0.63
         Negative test 3 (13) 3 (20) 0.53
    Odds of death, unadjusted, with a falsely negative stress test
        1 year 1.3 [CI: 0.0, 13.3|p. 1.00] °
        5 years 2.4 [CI: 0.5, 10.9|p. 0.26] 0.9 [CI: 0.2, 5.2|p. 0.93]
        10 years 1.3 [CI: 0.3, 5.8|p. 0.72] 0.6 [CI: 0.2, 2.6|p. 0.52]
    Odds of death, adjusted***, with a falsely negative stress test
        1 year 1.4 [CI: 0.0, 20.1|p. 1.00] °
        5 year 1.9 [CI: 0.1, 17.2|p. 0.82] 1.3 [CI: 0.2, 10.1|p. 0.77]
        10 year 0.9 [CI: 0.1, 6.8|p. 1.00] 0.9 [CI: 0.2, 4.3|p. 0.85]
*Ejection Fraction less than 50%. **Negative non-invasive test result. ***Adjusted for sex, presence of diabetes, mode of 
stress, and revascularization. °No deaths in the SE group at 1 year with a FN test.
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function and post-test intervention did not  
significantly with respect to non-invasive test 
performed, false negativity was more common 
in those who underwent exercise testing and 
those who underwent percutaneous coronary 
intervention (PCI).

The median period of follow-up was similar in 
both groups. With respect to outcomes, rates 
of all cause mortality were similar at years 1, 5, 
and 10. Odds of death with a falsely negative 
test, when adjusting for sex, presence of diabe-
tes, mode of stress, and baseline cardiac func-
tion, were also similar between each group. 
Odds of death with a false negative MPI as 
compared to a false negative SE were 3.3 (CI: 
0.3, 46.3, p-value 0.24) and 2.0 (CI: 0.2, 20.0, 
p-value 0.47) at 5 and 10 years, respectively.

Figure 1 presents survival (Kaplan-Meier) cur- 
ves in those with positive and negative stress 
tests.

Discussion

The purpose of this study was to assess the 
prognosis of individuals with a falsely negative 
stress test in the setting of severe, multi-vessel 
CAD. We found that overall mortality was high 
in our study group and that having a negative 
stress test in this setting did not affect patient 
mortality in the short or long term.

There is little published data on the prognostic 
importance of a negative stress test in those 

groups that is <10% may not be detected by  
our methods. Furthermore, there were notable 
differences in our cohorts, such as the preva-
lence of pharmacologic stress testing. One 
would suspect that those undergoing pharma-
cologic testing would have comorbidities that 
increase their risk of death, potentially con-
founding the results. The characteristics of  
our study population are unique, given that  
the majority of our subjects were of ethnic 
minorities, had high rates of comorbidities, and 
were of lower socioeconomic classes. This may 
limit generalizability to other patient samples.

Conclusion

Stress testing does not appear to have an 
impact on long-term survival amongst individu-
als with severe, multi-vessel coronary artery 
disease. 

Disclosure of conflict of interest

None.

Address correspondence to: Dr. Shey Mukundan, 
Montefiore Medical Center/Albert Einstein College 
of Medicine, 111 E. 210th Street, Bronx, NY 10461, 
USA. Tel: 718-920-4321; E-mail: shmukund@monte-
fiore.org

References

[1] Mozaffarian D, Benjamin EJ, Go AS, Arnett  
DK, Blaha MJ, Cushman M, de Ferranti S, 

Figure 1. Subject survival as stratified by stress test outcome. Survival for 
each included subject was determined and plotted as per their individual 
stress test result. Those with negative stress tests are illustrated in solid red, 
while those with positive stress tests are indicated in dotted blue.

with significant, multi-vessel 
CAD. The mortality rate of 
25% in our study over 10 
years (or 2.5% per year annu-
alized over the course of the 
study) in those with a falsely 
negative stress test is similar 
to prior reported observation-
al studies [10].

This study has several im- 
portant limitations. Given the 
size of our sample as well  
as the observed mortality 
rate, our study had power of 
80% to detect a 10% abso- 
lute 5-year mortality differ-
ence between those with  
and without positive stress 
tests. Therefore, a true differ-
ence in mortality between 

mailto:shmukund@montefiore.org
mailto:shmukund@montefiore.org


Ischemic burden on stress testing: influence on survival

52 Am J Cardiovasc Dis 2017;7(2):48-52

Després JP, Fullerton HJ, Howard VJ, Huffman 
MD, Judd SE, Kissela BM, Lackland DT, 
Lichtman JH, Lisabeth LD, Liu S, Mackey RH, 
Matchar DB, McGuire DK, Mohler ER 3rd,  
Moy CS, Muntner P, Mussolino ME, Nasir K, 
Neumar RW, Nichol G, Palaniappan L, Pandey 
DK, Reeves MJ, Rodriguez CJ, Sorlie PD, Stein 
J, Towfighi A, Turan TN, Virani SS, Willey JZ, 
Woo D, Yeh RW, Turner MB; American Heart 
Association Statistics Committee and Stroke 
Statistics Subcommittee. Heart disease and 
stroke statistics--2015 update: a report from 
the American Heart Association. Circulation 
2015; 131: e29-322. 

[2] Lee JH, Park HS, Ryu HM, Lee H, Bae MH, Lee 
JH, Yang DH, Cho Y, Chae SC, Jun JE. Impact of 
multivessel coronary disease with chronic total 
occlusion on one-year mortality in patients 
with acute myocardial infarction. Korean Circ J 
2012; 42: 95-9.

[3] Hendel RC, Berman DS, Di Carli MF, Heiden- 
reich PA, Henkin RE, Pellikka PA, Pohost GM, 
Williams KA; American College of Cardio- 
logy Foundation Appropriate Use Criteria Task 
Force; American Society of Nuclear Cardio- 
logy; American College of Radiology; American 
Heart Association; American Society of Echo- 
cardiography; Society of Cardiovascular Com- 
puted Tomography; Society for Cardiovascu- 
lar Magnetic Resonance; Society of Nuclear 
Medicine. ACCF/ASNC/ACR/AHA/ASE/SCCT/
SCMR/SNM 2009 appropriate use criteria  
for cardiac radionuclide imaging: a report of 
the American College of Cardiology Founda- 
tion Appropriate Use Criteria Task Force, the 
American Society of Nuclear Cardiology, the 
American College of Radiology, the American 
Heart Association, the American Society of 
Echocardiography, the Society of Cardiovas- 
cular Computed Tomography, the Society for 
Cardiovascular Magnetic Resonance, and  
the Society of Nuclear Medicine. Circulation 
2009; 119: e561-87.

[4] Kim C, Kwok YS, Heagerty P, Redberg R. 
Pharmacologic stress testing for coronary dis-
ease diagnosis: A meta-analysis. Am Heart J 
2001; 142: 934-44.

[5] Mahajan N, Polavaram L, Vankayala H, Ference 
B, Wang Y, Ager J, Kovach J, Afonso L. Diag- 
nostic accuracy of myocardial perfusion imag-
ing and stress echocardiography for the diag-
nosis of left main and triple vessel coronary 
artery disease: a comparative meta-analysis. 
Heart 2010; 96: 956-66.

[6] Berman DS, Kang X, Slomka PJ, Gerlach J, de 
Yang L, Hayes SW, Friedman JD, Thomson LE, 
Germano G. Underestimation of extent of isch-
emia by gated SPET myocardial perfusion im-
aging in patients with left main coronary artery 
disease. J Nucl Cardiol 2007; 14: 521-528.

[7] Beattie WS, Abdelnaem E, Wijeysundera DN, 
Buckley DN. A meta-analytic comparison of 
preoperative stress echocardiography and nu-
clear scintigraphy imaging. Anesth Analg 
2006; 102: 8-16.

[8] Aziz EF, Javed F, Alviar CL, Herzog E. Triple 
Vessel coronary artery disease presenting as a 
markedly positive stress electrocardiographic 
test and a negative SPECT-IL scintigram: a 
case of balanced ischemia. Heart Int 2011; 6: 
e22. 

[9] Kwok JM, Christian TF, Miller TD, Hodge DO, 
Gibbons RJ. Identification of severe coronary 
artery disease in patients with a single abnor-
mal coronary territory on exercise thallium-201 
imaging: the importance of clinical and exer-
cise variables. J Am Coll Cardiol 2000; 35: 
335-344.

[10] Ottenhof MJ, Wai MC, Boiten HJ, Korbee RS, 
Valkema R, van Domburg RT, Schinkel AF. 12-
Year outcome after normal myocardial perfu-
sion SPECT in patients with known coronary 
artery disease. J Nucl Cardiol 2013; 20: 748-
54.

[11] Pavin D, Delonca J, Siegenthaler M, Doat M, 
Rutishauser W, Righetti A. Long-term (10 
years) prognostic value of a normal thalli-
um-201 myocardial exercise scintigraphy in 
patients with coronary artery disease docu-
mented by angiography. Eur Heart J 1997; 18: 
69-77.

[12] Vennalaganti P, Travin M, Altman E, Doddamani 
S, Malhotra D, Ostfeld RJ, Gordon GM, Spevack 
DM. Comparison of stress nuclear and stress 
echocardiography in patients with severe bal-
anced coronary artery disease. J Heart Dis 
2007; 5: 144.

[13] Zip code characteristics: mean and median 
household income. University of Michigan Po- 
pulation Studies Center, 2006-2010. Retrieved 
from http://www.psc.isr.umich.edu/dis/cen-
sus/Features/tract2zip/index.html.


