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Inconsistency amongst the diagnostic  
criteria based on Ewing’s tests for  
diagnosing cardiac autonomic neuropathy 
in diabetes mellitus: an under-rated issue

Cardiac autonomic neuropathy (CAN) is a com-
mon yet overlooked complication of diabetes mellitus 
(DM) [1]. CAN poorly correlates with specific symptoms 
or clinical signs implying that it frequently remains 
unrecognized until late in the disease trajectory [2]. 
Moreover, the reported prevalence of CAN varies 
greatly from as low as 17% to as high as 73% [3, 4]. 
This huge variation in the prevalence of CAN is in part 
due to different diagnostic criteria used to identify 
CAN in various trials. Cardiovascular autonomic reflex 
tests (CARTs) [consists of 5 heart rate (HR) and blood 
pressure (BP) tests] proposed by Ewing et al. [5] are 
considered as the gold standard tests for diagnosing 
CAN in DM. There are various criteria which utilizes 
Ewing’s test for diagnosing and staging CAN. Most 
widely used among these criteria is the Ewing’s criterion 
which classifies CAN into no-CAN (all tests normal or 
1 test borderline), early (1 HR test abnormal or 2 bor-
derline), definite (two HR test abnormal) and severe  
(2 HR test abnormal + 1 or both BP tests abnormal) 
CAN category [5]. This criterion is based on the theoreti-
cal conception that sympathetic dysfunction precedes 
parasympathetic dysfunction in diabetic CAN and 
hence classifies patients with borderline HR test (which 
examines parasympathetic dysfunction) as early or 

definite CAN and those with borderline or abnormal BP 
test (which examines sympathetic dysfunction) along 
with abnormal HR tests under severe category. In DM, 
similar to peripheral neuropathy, the autonomic neural 
dysfunction progresses in a length dependent fashion 
and the vagus nerve (longest autonomic nerve which 
mediates 75% of all parasympathetic activity) fibers 
are affected first followed by sympathetic denervation 
in the later stages [6]. The above discussion makes it 
clear that Ewing’s criterion was certainly influenced 
by the sequential trend of autonomic dysfunction in 
diabetic CAN. On the contrary, some investigations 
have found a simultaneous occurrence of sympathetic 
and parasympathetic dysfunction without any chrono-
logical order for the development of CAN and on rare 
occasions abnormalities in BP tests may precede the 
abnormalities in HR tests in DM patients which makes 
the sequential staging of CAN by Ewing’s criterion 
questionable [7–9]. There are various other classifica-
tion criteria (based on Ewing’s test) which are being 
used by researchers. Bellavere’s criteria include only 
HR tests [deep breathing test (DBT), Valsalva maneuver 
(VM), and 30:15 ratio] into consideration and thus 
does not examine CAN holistically leaving the as-
sessment of cardiac sympathetic function untouched 
[10]. Furthermore, CAN subcommittee of the Toronto 
Consensus Panel on diabetic neuropathy suggested 
combined examination of both CARTs and frequency 
domain indices of heart rate variability (low frequency 
power, high frequency power and LF/HF ratio) as  
a robust measure of CAN diagnosis. It staged CAN into 
early (1 positive test), definitive (2 or 3 positive test) and 
severe (orthostatic hypertension + one of the previous 
criterion) stages without contemplating the trend of 
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cardiac autonomic dysfunction in DM [11]. Mendivill et 
al. [12] examined the presence of CAN solely by HR tests 
(DBT, VM, 30:15 ratio) which led to higher reported 
prevalence (68%) of the disease in that study. Kempler 
et al. [13] considered only two tests (30:15 ratio and 
postural drop in BP) rather than the whole battery of 
CART for diagnosing CAN in DM patients and reported 
a much lower prevalence of the disease (36%). Similarly, 
many such studies exists which have not considered 
the entire Ewing’s test battery and have either as-
sessed sympathetic or vagal dysfunction and have left 
undiagnosed cases (6, 15, 16). For that reason, there is 
huge discrepancy in the combination of CARTs and the 
criteria used for the diagnosis and staging of CAN which 
has definitely contributed to incongruity in the reported 
prevalence of this condition across the population. This 
inconsistency is an important gap in the literature which 
needs to be addressed because using a particular group 
of CARTs might lead to either many under-diagnosed or 
incorrectly categorized cases. A more holistic and universal 
criterion should be designed by future studies for early 
and definitive diagnosis of CAN which considers early to 
advance dysfunction of autonomic nervous system rather 
than parasympathetic to sympathetic since there is still 
no clear consensus on the trend of autonomic dysfunc-
tion in DM. If the future researches could develop a more 
accurate criteria and implement a more consistent use 
of the same across the studies working towards diabetic 
CAN, an accurate diagnosis and staging of CAN would 
be possible which may help clinicians in implementing 
timely and appropriate management strategies. Also, an 
universal diagnostic and staging criterion will sought out 
the variability in the reported prevalence of the disease 
and will make the comparison across different studies 
easier for research professionals working in the area of 
cardiovascular diabetology. 

REFERENCES
1.	Balcıoğlu AS, Müderrisoğlu H. Diabetes and cardiac autonomic 

neuropathy: Clinical manifestations, cardiovascular consequences, 

diagnosis and treatment. World J Diabetes. 2015; 6(1): 80–91, doi: 
10.4239/wjd.v6.i1.80, indexed in Pubmed: 25685280.

2.	Serhiyenko VA, Serhiyenko AA. Cardiac autonomic neuropa-
thy: Risk factors, diagnosis and treatment. World J Diabetes. 
2018; 9(1): 1–24, doi: 10.4239/wjd.v9.i1.1, indexed in Pubmed: 
29359025.

3.	O’Brien IA, McFadden JP, Corrall RJ. The influence of autonomic 
neuropathy on mortality in insulin-dependent diabetes. Q J Med. 
1991; 79(290): 495–502, indexed in Pubmed: 1946930.

4.	Low PA, Benrud-Larson LM, Sletten DM, et al. Autonomic 
symptoms and diabetic neuropathy: a population-based study. 
Diabetes Care. 2004; 27(12): 2942–2947, doi: 10.2337/diac-
are.27.12.2942, indexed in Pubmed: 15562211.

5.	Ewing DJ, Martyn CN, Young RJ, et al. The value of cardiovascular 
autonomic function tests: 10 years experience in diabetes. Dia-
betes Care. 1985; 8(5): 491–498, doi: 10.2337/diacare.8.5.491, 
indexed in Pubmed: 4053936.

6.	Pop-Busui R. Cardiac autonomic neuropathy in diabetes: a clinical 
perspective. Diabetes Care. 2010; 33(2): 434–441, doi: 10.2337/
dc09-1294, indexed in Pubmed: 20103559.

7.	Vinik AI, Maser RE, Mitchell BD, et al. Diabetic autonomic neu-
ropathy. Diabetes Care. 2003; 26(5): 1553–1579, doi: 10.2337/
diacare.26.5.1553.

8.	Witte DR, Tesfaye S, Chaturvedi N, et al. EURODIAB Prospective 
Complications Study Group. Risk factors for cardiac autonomic 
neuropathy in type 1 diabetes mellitus. Diabetologia. 2005; 
48(1): 164–171, doi: 10.1007/s00125-004-1617-y, indexed in 
Pubmed: 15619072.

9.	Spallone V, Bernardi L, Ricordi L, et al. Relationship between 
the circadian rhythms of blood pressure and sympathovagal 
balance in diabetic autonomic neuropathy. Diabetes. 1993; 
42(12): 1745–1752, doi: 10.2337/diab.42.12.1745, indexed in 
Pubmed: 8243821.

10.	Bellavere F, Bosello G, Fedele D, et al. Diagnosis and manage-
ment of diabetic autonomic neuropathy. Br Med J (Clin Res Ed). 
1983; 287(6384): 61, doi: 10.1136/bmj.287.6384.61-a, indexed 
in Pubmed: 6407693.

11.	Spallone V, Ziegler D, Freeman R, et al. Toronto Consensus Panel 
on Diabetic Neuropathy. Cardiovascular autonomic neuropathy 
in diabetes: clinical impact, assessment, diagnosis, and mana
gement. Diabetes Metab Res Rev. 2011; 27(7): 639–653, doi: 
10.1002/dmrr.1239, indexed in Pubmed: 21695768.

12.	Mendivil CO, Kattah W, Orduz A, et al. Neuropad for the detec-
tion of cardiovascular autonomic neuropathy in patients with  
type 2 diabetes. J Diabetes Complications. 2016; 30(1): 93–98, 
doi: 10.1016/j.jdiacomp.2015.10.004, indexed in Pubmed: 
26525688.

13.	Kempler P, Tesfaye S, Chaturvedi N, et al. EURODIAB IDDM Com-
plications Study Group. Autonomic neuropathy is associated 
with increased cardiovascular risk factors: the EURODIAB IDDM 
Complications Study. Diabet Med. 2002; 19(11): 900–909, doi: 
10.1046/j.1464-5491.2002.00821.x, indexed in Pubmed: 12421426.


	_GoBack

