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Abstract
Context. Autonomic nervous system dysfunction (AD) is a common syndrome
in patients with advanced cancer. It is associated with decreased survival in several
patient populations, including diabetes mellitus, heart failure, and neurological
diseases. Based on this evidence, we hypothesized that autonomic dysfunction is
associated with decreased survival in patients with advanced cancer.
Objectives. The objective of this preliminary study was to test the association
between AD, as measured by the standardized Ewing test and heart rate variability
(HRV) measures, and survival in this patient population.
Methods. We examined the relationship between survival and parameters of AD
in subjects who participated in a prospective study of autonomic dysfunction and
hypogonadism in male patients with advanced cancer. Eligibility criteria were
defined based on the prospective study protocol. We collected demographic
information, date of death (obtained from the online Social Security Death Index
database), date of study entry, and Ewing and HRV scores. We defined survival as
the interval between study entry and date of death. A survival analysis was used to
test the association between survival (in days) and Ewing test (0e5) and measures
of HRV, including time domain (standard deviation of normal to normal beat
interval [SDNN]) and frequency domain (ultra low, very low, low, and high). Four
patients were still alive at the time of this study and included in the survival
analysis as being censored.
Results. Forty-seven male patients were included in this study. Median age was
59 years (range: 20e79), and 30 out of 47 (63%) were Caucasians. AD, defined as
Ewing score greater than 2, was present in 38 out of 47 (80%) of the patients.
Median Ewing score was 3 (1e5), indicating moderate to severe AD. Spearman
correlation for Ewing score and SDNN was 0.44 (P ¼ 0.002). There was
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a significant association between abnormal Ewing score and survival (P < 0.0001)
and abnormal SDNN HRV and survival (P ¼ 0.056).
Conclusion. AD is associated with shorter survival in male patients with
advanced cancer. Further longitudinal research in a large cohort is justified based
on. J Pain Symptom Manage 2010;39:283e290. Ó 2010 U.S. Cancer Pain Relief
Committee. Published by Elsevier Inc. All rights reserved.
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Introduction
Prognostication is very important for patients with advanced cancer, especially when
the likelihood of cure is limited. Several studies have shown that physicians and other
health care professionals are not very accurate
when they rely solely on clinical judgment to
make their estimate of survival.1e3 There is
a pressing need for objective prognostic indicators in patients with advanced cancer.4
Autonomic nervous system dysfunction (AD)
is a major problem that affects about 80% of
patients with advanced cancer.5e7 AD was first
described in patients with bronchogenic carcinoma, but it also can occur in multiple other
primary malignancies, including lymphoma,
leukemia, and pancreatic, prostatic, breast,
ovarian, and testicular carcinomas.5e14 AD is
characterized by decreased cholinergic and/
or noradrenergic output to the periphery. AD
is a complex syndrome that can manifest as
dysfunction of one or more organ systems
(e.g., cardiovascular, gastrointestinal, genitourinary, sudomotor, or ocular); can have peripheral or central origins; and can involve either
one branch or both the sympathetic and
parasympathetic branches of the autonomic
nervous system. Cardiovascular autonomic dysfunction is recognized as a risk for increased
mortality in the general population and several
patient populations.15e17 Decreased heart rate
variability (HRV), a marker of cardiovascular
autonomic dysfunction,18 specifically has been
shown to predict mortality in several populations. For example, in patients with diabetes
and coronary artery disease, cardiovascular AD,
as characterized by reduced HRV, has been
associated with ventricular arrhythmias, silent
myocardial infarction, and sudden and unexpected death.19

There also is vast evidence to support its
significant negative impact on the morbidity
and mortality of diabetics and other patient
populations.16,20e24 For instance, AD has
been shown to lead to multiple symptoms,
such as fatigue, nausea, erectile dysfunction,
and constipation;5e7,25 increased proinflammatory cytokines;26 and increased risk of sudden
death.27
The clinical utility of the routine testing for
AD in patients with advanced cancer is not yet
clear. However, based on the evidence from
other patient populations, it is hypothesized
that AD can aid in the prognostication, decision making, communication, and symptom
management of these patients. For instance,
patients with advanced cancer who have AD
can potentially benefit from discontinuation
of certain drugs that can worsen AD, such as
anticholinergics. These patients also can benefit from initiation of discussion regarding
advance care planning and early involvement
of palliative care services.
Kim et al.28 conducted a recent study in 71
hospice patients in Korea. Sixty-two (87%)
were dead at the time of study. On univariate
and multivariate analyses, they found that
decreased HRV, defined as standard deviation
of normal to normal beat interval (SDNN) of
21.3 milliseconds or less or mean heart rate
greater than 100, was associated with a statistically significant shorter length of survival.
Unfortunately, this study was available only in
an abstract format, therefore limiting the interpretation of the findings.
Based on the available evidence in cancer
and noncancer patients, we hypothesized that
AD is associated with reduced survival in patients with advanced cancer. The purpose of
this study was to examine the associations
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between AD and survival in male patients with
advanced cancer who were enrolled in a previous prospective study.5

Patients and Methods
The data used for this study were obtained
from participants who enrolled in a previous
AD and hypogonadism study in male patients
with advanced cancer.5 Participants who were
eligible for this study were male patients with
locally recurrent or metastatic cancer; 18 years
of age or older; able to understand and complete questionnaires; and able to bear weight
on both legs. Eligible patients could not have
received chemotherapy, radiation therapy, or
underwent major surgery in the preceding
two weeks.
All patients underwent autonomic testing as
per the standardized Ewing reflex autonomic
battery and a 20-minute HRV recording. The
Ewing test is a validated test for autonomic dysfunction. This test is generally regarded as the
gold standard and is a widely used test for cardiovascular autonomic function. It has been
used by our group and others to study AD in
patients with advanced cancer.5,6 The Ewing
test score (range 0e5) is composed of five
autonomic tests, and each is scored as normal
(0 points), borderline (0.5 points), or abnormal
(1 point); greater than 2 is reported as the cutoff
score to diagnose moderate to severe autonomic dysfunction.24,29 The Ewing test battery
comprises the following five tests:
Parasympathetic function
1. Heart rate response to deep breathing (also
known as beat-to-beat variation in heart
rate; normal value > 15 beats/minute).
2. Heart rate response to standing (also
known as the 30:15 ratio; normal value:
1.04 or more).
3. Heart rate response to the Valsalva maneuver (normal value: 1.21 or more).
Sympathetic function
4. Blood pressure response to standing
(normal value: drop of up to 10 mm Hg
in pressure).
5. Blood pressure response to static exercise
(sustained handgrip, normal value: increase by 16 mm Hg or more).
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All patients underwent a three-channel, 20minute Holter ambulatory electrocardiogram
(ECG) monitoring by using the Burdick Vision
Holter Recorder (Cardiac Science, Bothell,
WA). The digitized unfiltered ECG was analyzed
using customized Vision Premier software to
obtain spectral components of HRV.30 Before
analysis, the ECG signal was examined for artifact correction and rejection following established procedures.31 All data acquisition and
postacquisition analyses were carried out in
accordance with established standards, including those put forth by the task force on HRV
interpretation.30 Episodes containing ectopic
runs were also excluded. The SDNN in milliseconds was measured in the time domain analysis of HRV. The power in very-low-frequency
(<0.04 Hz), low-frequency (0.04e0.15 Hz),
and high-frequency (>0.15e0.40 Hz) ranges
was measured in the frequency domain analysis
of HRV. Spectral components for HRV analysis
were expressed as absolute units of squared
milliseconds (millisecond2).32
We collected demographics, including age,
race, ethnicity, cancer type, and the date of
study entry. Date of death was obtained from
the online, freely accessible Social Security
Death Index database. For the purpose of
this study, we defined survival as the interval
(in days) between date of study entry and
date of death.

Statistical Considerations
Descriptive statistics were used to summarize
demographic and clinical variables. We determined the association between AD (categorized as present or absent as measured by the
Ewing test and HRV) and survival (in days) using survival analyses. We did not expect to find
censored values for survival; hence, initially, we
were only planning to measure these associations using Spearman correlation coefficients.
We found that four patients were still alive at
the time of analysis; their last known values
for length of survival were used in the correlation analyses. In the survival analysis, information about patients who died and those who
were still alive is included in the analysis. Patients still alive contributed the amount of
time they have been alive without dying and
were analyzed as being ‘‘censored’’ (i.e., have
not yet died).33 We performed a Spearman
correlation analysis to test whether there was
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an association between the degree of severity
of AD, as measured by the Ewing score, and
the SDNN HRV value and survival. Associations between other endpoints were also analyzed using Spearman correlation coefficients.
We powered the study expecting information
from approximately 50 patients. We expected
to be able to declare as statistically significant
any correlation coefficients that were at least
0.39 or greater (or 0.39 or less), assuming
a two-sided significance level of 0.05 and 80%
power.

Results
Forty-seven male patients with advanced cancer were included in this study. The two most
common cancer types were lung cancer (27
of 47 [57%]) and gastrointestinal cancer (8
of 47 [17%]). Median (range) age was 59 years
(20e79), and there were 30 of 47 (63%)
Caucasians. Six patients (12%) had diabetes
mellitus and two (4%) had chronic heart
failure.
Median (range) survival was 139 (4e2,266)
days. Median (range) Ewing score was 3 (1e5),
indicating moderate to severe AD. Table 1 shows
the mean (standard deviation [SD]) and median (range) of Ewing test and HRV indices.
Figure 1 illustrates the association between
survival and measures of AD, as tested by using
survival analysis. There was a statistically significant association between survival duration in
days and presence of AD, as measured by the
Ewing test score (P < 0.0001). Figure 2 shows
a Kaplan-Meier survival curve in patients with
and without AD, as measured by the Ewing
test (AD present if Ewing score is $2). There
was also a trend toward a significant association between survival in days and the time
domain measure of HRV SDNN (P ¼ 0.056).
Table 1
Ewing and Heart Rate Variability Test Results
(n ¼ 47)
Variable

Mean (SD)

Ewing score (0e5)
3.1 (0.97)
SDNN (ms)
51.4 (24.83)
High-frequency power 477.8 (321.99)
(millisecond2)
304 (166.96)
Very-low-frequency
power (millisecond2)
356.4 (228.39)
Low-frequency power
(millisecond2)

Median (Range)
3 (1e5)
46 (7e125)
401 (64e1363)
271(45e787)
288 (47e997)
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There was no significant association between
survival and frequency domain measures, including high-frequency power, which is associated with parasympathetic function (P ¼ 0.12)
and low (P ¼ 0.73) and very-low-frequency
(P ¼ 0.23) powers, which are associated with
sympathetic function.
In addition, we used correlation coefficients
to test the association between the degree of
severity of AD (Ewing and SDNN HRV numerical scores) and survival. Spearman correlation
coefficients between Ewing scores and survival
and between SDNN HRV and survival were
r ¼ 0.27 (P ¼ 0.06) and r ¼ 0.24 (P ¼ 0.1),
respectively.
We found a statistically significant association
between the Ewing test and the time domain
measure SDNN, where r ¼ 0.44 (P ¼ 0.002),
and between the Ewing test and the frequency
domain measures ultra low and very-lowfrequency power, with r ¼ 0.37 (P ¼ 0.009)
and r ¼ 0.32 (P ¼ 0.03), respectively.

Discussion
In this preliminary study, we found a significant association between AD, as measured by
the Ewing test and HRV measures, and survival
in male patients with advanced cancer. These
results suggest an important role for AD in
the mortality of these patients. Our findings
agree with previous research in other patient
populations that found AD to be a predictor
of increased mortality and risk of sudden
death. For instance, in patients with Type 2
diabetes mellitus and diabetic nephropathy,
abnormal HRV was associated with fatal and
nonfatal cardiovascular disease after adjustment for cardiovascular risk factors. The adjusted hazard ratio for death in a patient with
abnormal HRV was 6.4 (1.5e26.3, P ¼ 0.010)
as compared with a normal HRV. In the general population, reduced HRV also was found
to be a predictor for cardiovascular risk factors
and increased mortality.17,34
Despite the high incidence of AD in patients
with advanced cancer, there is a relative paucity of evidence on its role in the morbidity
and mortality of these patients. Our preliminary findings agree with the report by Kim
et al.,28 reporting a strong association between
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Fig. 1. Survival associations of Ewing and heart rate variability tests. a) Ewing ¼ Ewing autonomic test (0e5);
b) SDNN ¼ standard deviation of normal to normal beat interval in milliseconds; c) high ¼ high-frequency power
in millisecond2 (measure of parasympathetic function); d) low ¼ low-frequency power in millisecond2 (measure
of sympathetic function); e) very low ¼ very-low-frequency power in millisecond2 (measure of sympathetic
function).

reduced HRV and survival in hospice patients
in Korea.
We observed a strong association between
the time domain measure SDNN and survival,
but no association between the frequency
domain measures very-low-frequency, low-

frequency, and high-frequency power and survival. These findings could be attributed to
the fact that, in short-term recordings, SDNN
is mathematically equal to the total power of
the spectral analysis. Therefore, SDNN reflects
overall HRV, including its long- and short-
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Fig. 2. Kaplan-Meier curve for survival in patients
with and without autonomic dysfunction (AD). AD
is present if Ewing score is >2.

term components responsible for variability in
the period of recording, and is unlike HF and
LF power, which represent the limited variance
in the high-frequency band and the lowfrequency band, respectively.
We found a strong association between
Ewing test and the time domain measure
SDNN, and the frequency domain measures
ultra low and very low power. These results
support the use of HRV analysis to study the
syndrome of AD in patients with advanced cancer. HRV is an easy, noninvasive, bedside technique that can potentially replace the more
complex autonomic reflex techniques applied
by the Ewing test.
Our study did not directly examine the exact
mechanism of death in patients with AD. Previous research has shown that AD can lead to
sudden cardiopulmonary arrest as a result of
circulatory and baroreflex failure or ventricular arrhythmias.35e37 Recent evidence has
linked cardiovascular AD with corrected QT
interval (QTc) prolongation, suggesting that
increased susceptibility to ventricular arrhythmias and torsade de pointes is a potential
mechanism.38 Another possible mechanism is
through the increased risk of inflammation
and subsequent cardiovascular risk, as
evidenced by increased C-reactive protein,
TNF-a, and IL-6 in subjects with AD.27,39e42
However, an alternative explanation is that
the association between AD and survival does
not infer a direct cause and effect relationship.
Because depressed HRV is regarded as
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a marker for severe illness in other chronic
conditions, it is possible that patients with
AD are generally sicker than those without
AD and, therefore, have reduced survival.
Whether AD is a direct cause of reduced survival or just merely a coexisting condition
reflecting the severity of illness in advanced
cancer patients needs to be further investigated. However, regardless of the mechanism
of the association between AD and survival,
our results suggest that AD, as measured by
cardiovascular reflex test and HRV, can be an
important prognostic indicator in patients
with advanced cancer.
Our study has some limitations, including the
small sample size and inclusion of only male
patients with advanced cancer, which adds a
further limitation to the interpretation and
generalization of the findings. In addition, the
unbalanced distribution of patients (38 with
AD and only nine without AD) could have had
an impact of the findings of the study, particularly because of the low frequency of patients
without AD.
Our preliminary findings, however, provide
the basis for larger, more inclusive future longitudinal studies to better define the possible
interaction between AD and survival in patients with advanced cancer. Such studies are
needed to formulate clinical guidelines in
the application of autonomic testing and the
impact of AD in the care of these patients.

References
1. Glare P, Sinclair C, Downing M, et al. Predicting
survival in patients with advanced disease. Eur
J Cancer 2008;44:1146e1156.
2. Maltoni M, Caraceni A, Brunelli C, et al. Prognostic factors in advanced cancer patients: evidence-based clinical recommendationsda study by the
Steering Committee of the European Association
for Palliative Care. J Clin Oncol 2005;23:6240e6248.
3. Christakis NA, Lamont EB. Extent and determinants of error in doctors’ prognoses in terminally ill
patients: prospective cohort study. BMJ 2000;320:
469e472.
4. Bruera E, Hui D. Practical model for prognostication in advanced cancer patients: is less more?
J Clin Oncol 2008;26:5843e5844.
5. Strasser F, Palmer JL, Schover LR, et al. The impact of hypogonadism and autonomic dysfunction
on fatigue, emotional function, and sexual desire

Vol. 39 No. 2 February 2010

Autonomic Dysfunction

in male patients with advanced cancer: a pilot study.
Cancer 2006;107:2949e2957.
6. Walsh D, Nelson KA. Autonomic nervous system
dysfunction in advanced cancer. Support Care Cancer 2002;10:523e528.
7. Bruera E, Chadwick S, Fox R, Hanson J,
MacDonald N. Study of cardiovascular autonomic
insufficiency in advanced cancer patients. Cancer
Treat Rep 1986;70:1383e1387.

289

increased mortality, especially in subjects with diabetes, hypertension, or a history of cardiovascular disease: the Hoorn Study. Diabetes Care 2001;24:
1793e1798.
20. Low PA, Benrud-Larson LM, Sletten DM, et al.
Autonomic symptoms and diabetic neuropathy:
a population-based study. Diabetes Care 2004;27:
2942e2947.

8. Goldsmith DJ, Farmer CK. Autonomic neuropathy with B-cell lymphoma. J R Soc Med 2000;93:
377e378.

21. Tada M, Onodera O, Tada M, et al. Early development of autonomic dysfunction may predict poor
prognosis in patients with multiple system atrophy.
Arch Neurol 2007;64:256e260.

9. Kamath MV, Halton J, Harvey A, et al. Cardiac
autonomic dysfunction in survivors of acute lymphoblastic leukemia in childhood. Int J Oncol
1998;12:635e640.

22. Goldstein DS, Robertson D, Esler M, Straus SE,
Eisenhofer G. Dysautonomias: clinical disorders of
the autonomic nervous system. Ann Intern Med
2002;137:753e763.

10. Morrow GR, Angel C, Dubeshter B. Autonomic
changes during cancer chemotherapy induced nausea and emesis. Br J Cancer 1992;19(Suppl):
S42eS45.

23. Jermendy G. Clinical consequences of cardiovascular autonomic neuropathy in diabetic patients.
Acta Diabetol 2003;40(Suppl 2):S370eS374.

11. Mousa AR, Al-Din AN. Neurological and cardiac
complications of carcinoma of the breast. Case
report. Acta Neurol Scand 1985;72:518e521.
12. Nelson K, Walsh D, Sheehan F. Cancer and chemotherapy-related upper gastrointestinal symptoms:
the role of abnormal gastric motor function and its
evaluation in cancer patients. Support Care Cancer
2002;10:455e461.
13. Nuver J, Smit AJ, Sleijfer DT, et al. Left ventricular and cardiac autonomic function in survivors of
testicular cancer. Eur J Clin Invest 2005;35:99e103.
14. Thomas JP, Shields R. Associated autonomic
dysfunction and carcinoma of the pancreas. Br
Med J 1970;4:32.
15. Adamson PB, Vanoli E. Early autonomic and
repolarization abnormalities contribute to lethal
arrhythmias in chronic ischemic heart failure: characteristics of a novel heart failure model in dogs
with postmyocardial infarction left ventricular dysfunction. J Am Coll Cardiol 2001;37:1741e1748.

24. Ewing D. Autonomic neuropathy: its diagnosis
and prognosis. Clin Endocrinol Metab 1986;15:
855e888.
25. Newton JL, Hudson M, Tachtatzis P, et al. Population prevalence and symptom associations of autonomic dysfunction in primary biliary cirrhosis.
Hepatology 2007;45:1496e1505.
26. Tracey KJ. Physiology and immunology of the
cholinergic antiinflammatory pathway. J Clin Invest
2007;117:289e296.
27. Shehab AM, MacFadyen RJ, McLaren M, et al.
Sudden unexpected death in heart failure may be
preceded by short term, intraindividual increases
in inflammation and in autonomic dysfunction:
a pilot study. Heart 2004;90:1263e1268.
28. Kim D, Choi YS, Kim JA, Kim S, Kim DG. Heart
rate variability for prediction of life span in hospice
cancer patients. Paper presented at 10th Congress
of The European Association for Palliative Care,
Budapest, Hungary, June 2007.

16. Astrup AS, Tarnow L, Rossing P, et al. Cardiac
autonomic neuropathy predicts cardiovascular
morbidity and mortality in type 1 diabetic patients
with diabetic nephropathy. Diabetes Care 2006;29:
334e339.

29. Ewing DJ, Martyn CN, Young RJ, Clarke BF.
The value of cardiovascular autonomic function
tests: 10 years experience in diabetes. Diabetes
Care 1985;8:491e498.

17. Dekker JM, Crow RS, Folsom AR, et al. Low heart
rate variability in a 2-minute rhythm strip predicts risk
of coronary heart disease and mortality from several
causes: the ARIC Study. Atherosclerosis Risk In
Communities. Circulation 2000;102:1239e1244.

30. Heart rate variability: standards of measurement, physiological interpretation and clinical use.
Task Force of the European Society of Cardiology
and the North American Society of Pacing and Electrophysiology. Circulation 1996;93:1043e1065.

18. Heart rate variability. Standards of measurement pi, and clinical use. Task Force of the European Society of Cardiology and the North
American Society of Pacing and Electrophysiology.
Eur Heart J 1996;17:354e381.

31. Zhong X, Hilton HJ, Gates GJ, et al. Increased
sympathetic and decreased parasympathetic cardiovascular modulation in normal humans with acute
sleep deprivation. J Appl Physiol 2005;98:2024e2032.

19. Gerritsen J, Dekker JM, TenVoorde BJ, et al.
Impaired autonomic function is associated with

32. Malliani A, Pagani M, Lombardi F. Neurovegetative regulation and cardiovascular diseases. Ann Ital
Med Int 1991;6:460e469.

290

Fadul et al.

Vol. 39 No. 2 February 2010

33. Leung KM, Elashoff RM, Afifi AA. Censoring
issues in survival analysis. Annu Rev Public Health
1997;18:83e104.

Investigators. Electrophysiologic Study versus Electrocardiographic Monitoring Trial. J Am Coll Cardiol 1998;32:1891e1899.

34. Greiser KH, Kluttig A, Schumann B, et al.
Cardiovascular diseases, risk factors and short-term
heart rate variability in an elderly general population: the CARLA study 2002-2006. Eur J Epidemiol
2009.

39. Kon H, Nagano M, Tanaka F, et al. Association
of decreased variation of R-R interval and elevated
serum C-reactive protein level in a general population in Japan. Int Heart J 2006;47:867e876.

35. Silverberg R, Naparstek Y, Lewis BS, Levy M.
Angina pectoris with normal coronary arteries in
Shy-Drager syndrome. J Neurol Neurosurg Psychiatr
1979;42:910e913.
36. Zipes DP. Heart-brain interactions in cardiac
arrhythmias: role of the autonomic nervous system.
Cleve Clin J Med 2008;75(Suppl 2):S94eS96.
37. Vaseghi M, Shivkumar K. The role of the autonomic nervous system in sudden cardiac death.
Prog Cardiovasc Dis 2008;50:404e419.
38. Shusterman V, Aysin B, Gottipaty V, et al. Autonomic nervous system activity and the spontaneous
initiation of ventricular tachycardia. ESVEM

40. Carney RM, Freedland KE, Stein PK, et al. Heart
rate variability and markers of inflammation and
coagulation in depressed patients with coronary
heart disease. J Psychosom Res 2007;62:463e467.
41. Araujo F, Antelmi I, Pereira AC, et al. Lower
heart rate variability is associated with higher serum
high-sensitivity C-reactive protein concentration
in healthy individuals aged 46 years or more. Int
J Cardiol 2006;107:333e337.
42. Ziegler D, Zentai CP, Perz S, et al. Prediction of
mortality using measures of cardiac autonomic dysfunction in the diabetic and nondiabetic population: the MONICA/KORA Augsburg Cohort Study.
Diabetes Care 2008;31:556e561.

