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Non-Discrimination Statement and Multi-Language Interpreter Services information are located at 
the end of this document. 
 
Coverage for services, procedures, medical devices and drugs are dependent upon benefit 
eligibility as outlined in the member's specific benefit plan. This Evidence-Based Criteria must be 
read in its entirety to determine coverage eligibility, if any. 
  
This Evidence-Based Criteria provides information related to coverage determinations only and 
does not imply that a service or treatment is clinically appropriate or inappropriate. The provider 
and the member are responsible for all decisions regarding the appropriateness of care. Providers 
should provide BCBSAZ complete medical rationale when requesting any exceptions to these 
guidelines. 
 
The section identified as “Description” defines or describes a service, procedure, medical device 
or drug and is in no way intended as a statement of medical necessity and/or coverage. 
 
The section identified as “Criteria” defines criteria to determine whether a service, procedure, 
medical device or drug is considered medically necessary or experimental or investigational. 
 
State or federal mandates, e.g., FEP program, may dictate that any drug, device or biological 
product approved by the U.S. Food and Drug Administration (FDA) may not be considered 
experimental or investigational and thus the drug, device or biological product may be assessed 
only on the basis of medical necessity. 
 
Evidence-Based Criteria are subject to change as new information becomes available. 
 
For purposes of this Evidence-Based Criteria, the terms "experimental" and "investigational" are 
considered to be interchangeable. 
 
BLUE CROSS®, BLUE SHIELD® and the Cross and Shield Symbols are registered service marks 
of the Blue Cross and Blue Shield Association, an association of independent Blue Cross and 
Blue Shield Plans. All other trademarks and service marks contained in this guideline are the 
property of their respective owners, which are not affiliated with BCBSAZ. 
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Description:  
 
The autonomic nervous system (ANS) controls physiologic processes that are not under conscious 
control. Autonomic nervous system testing consists of a battery of tests intended to evaluate the integrity 
and function of the ANS. These tests are intended as adjuncts to clinical examination in the diagnosis of 
ANS disorders. 
 
It is likely that these tests provide information beyond that obtainable from the clinical exam alone, given 
the limitations of the physical exam for assessing physiologic processes.  
 
Autonomic nervous system testing should be performed in a dedicated ANS testing laboratory. Testing in 
a dedicated laboratory should be performed under closely controlled conditions, and results should be 
interpreted by an individual with expertise in ANS testing. Testing using automated devices with results 
interpreted by computer software has not been validated and thus has the potential to lead to erroneous 
results. 
 
Although there is no standard battery of tests for autonomic nervous system (ANS) testing, a full battery 
generally consists of individual tests in 3 categories. 
 
▪ Cardiovagal function (heart rate variability, heart rate response to deep breathing, and Valsalva 

maneuver) 
▪ Vasomotor adrenergic function (blood pressure response to standing, Valsalva maneuver, hand grip, 

and tilt table testing) 
▪ Sudomotor function (Quantitative Sudomotor Axon Reflex Test, quantitative sensory test, 

Thermoregulatory Sweat Test, silastic sweat imprint, sympathetic skin response, and electrochemical 
sweat conductance). 

At least 1 test in each category is usually performed. More than 1 test from a category will often be 
included in a battery of tests, but the incremental value of using multiple tests in a category is unknown.  
There is little evidence on the comparative accuracy of different ANS tests, but the following tests are 
generally considered to have uncertain value in ANS testing: 
 
▪ The ANSAR® test 
▪ Cold pressor test 
▪ Gastric emptying tests 
▪ Plasma catecholamine levels 
▪ Pupil edge light cycle 
▪ Pupillography 
▪ Quantitative direct and indirect testing of sudomotor function test 
▪ Skin vasomotor testing 
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A Composite Autonomic Severity Score, which ranges from 0 to 10, can be utilized and is intended to 
estimate the severity of autonomic dysfunction. Scores are based on self-reported symptoms measured 
by a standardized symptom survey. Scores of 3 or less are considered mild, scores of 3 to 7 are 
considered moderate, and scores greater than 7 are considered severe. 
 
U.S. Food and Drug Administration (FDA)-approved autonomic nervous system testing devices include, 
but are not limited to: 
 
▪ ANX 3.0® 
▪ Bodytronic® 200 
▪ Finapres® Nova Noninvasive Hemodynamic Monitor 
▪ Hrv Acquire 
▪ Sudoscan® 
▪ ZYTO Hand Cradle 
 
 
Criteria:  
 
 Autonomic nervous system testing, consisting of a battery of tests in several domains, is considered 

medically necessary with documentation of ALL of the following:  
 
1. Signs and/or symptoms of autonomic dysfunction are present 
2. A definitive diagnosis cannot be made from clinical examination and routine laboratory testing 

alone 
3. Diagnosis of the suspected autonomic disorder will lead to a change in management or will 

eliminate the need for further testing 

 Autonomic nervous system testing for all other indications not previously listed or if above criteria not 
met is considered experimental or investigational when any ONE or more of the following criteria 
are met:  

 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or  
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives, or 
5. Insufficient evidence to support improvement outside the investigational setting 
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 These indications include, but are not limited to: 
 

▪ Allergic conditions 
▪ Anxiety 
▪ Chronic fatigue syndrome 
▪ Fibromyalgia 
▪ Hypertension 
▪ Monitoring progression of disease or response to treatment 
▪ Other psychologic disorders 
▪ Sleep apnea 
▪ Screening of asymptomatic individuals 
 

 Autonomic nervous system testing using portable automated devices is considered experimental or 
investigational when any ONE or more of the following criteria are met:  
 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug   

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or  
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives, or 
5. Insufficient evidence to support improvement outside the investigational setting 

 
 
Resources:  
 
Literature reviewed 08/06/24. We do not include marketing materials, poster boards and non-
published literature in our review 
 
Resources prior to 08/01/23 may be requested from the BCBSAZ Medical Policy and Technology 
Research Department. 
 
1. American Association of Neuromuscular & Electrodiagnostic. Proper Performance of Autonomic 

Function Testing: Position Statement. 2021. Accessed April 25, 2024. 
https://www.aanem.org/Advocacy/Position-Statements/Proper-Performance-of-Autonomic-
Function-Testing 

 
2. American Association of Neuromuscular & Electrodiagnostic. Recommended Policy for 

Electrodiagnostic Medicine. 2023. Accessed April 25, 2024. 
https://www.aanem.org/Advocacy/Position-Statements/Recommended-Policy-for-
Electrodiagnostic-Medicine 

 
3. Bellavere F, Ragazzi E, Chilelli NC, Lapolla A, Bax G. Autonomic testing: which value for each 

cardiovascular test? An observational study. Acta Diabetol. Jan 2019;56(1):39-43.  
doi:10.1007/s00592-018-1215-y 
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4. Carbajal-Ramirez A, Hernandez-Dominguez JA, Molina-Ayala MA, Rojas-Uribe MM, Chavez-

Negrete A. Early identification of peripheral neuropathy based on sudomotor dysfunction in 
Mexican patients with type 2 diabetes. BMC Neurol. May 31 2019;19(1):109. doi:10.1186/s12883-
019-1332-4 

 
5. Cheshire WP, Freeman R, Gibbons CH, et al. Electrodiagnostic assessment of the autonomic 

nervous system: A consensus statement endorsed by the American Autonomic Society, 
American Academy of Neurology, and the International Federation of Clinical Neurophysiology. 
Clin Neurophysiol. Feb 2021;132(2):666-682. doi:10.1016/j.clinph.2020.11.024 

 
6. D'Amato C, Greco C, Lombardo G, et al. The diagnostic usefulness of the combined COMPASS 

31 questionnaire and electrochemical skin conductance for diabetic cardiovascular autonomic 
neuropathy and diabetic polyneuropathy. J Peripher Nerv Syst. Mar 2020;25(1):44-53. 
doi:10.1111/jns.12366 

 
7. ElSayed NA, Aleppo G, Aroda VR, et al. 12. Retinopathy, Neuropathy, and Foot Care: Standards 

of Care in Diabetes-2023. Diabetes Care. Jan 1 2023;46(Suppl 1):S203-S215. doi:10.2337/dc23-
S012 

 
8. England JD, Gronseth GS, Franklin G, et al. Practice Parameter: evaluation of distal symmetric 

polyneuropathy: role of autonomic testing, nerve biopsy, and skin biopsy (an evidence-based 
review). Report of the American Academy of Neurology, American Association of Neuromuscular 
and Electrodiagnostic Medicine, and American Academy of Physical Medicine and Rehabilitation. 
Neurology. Jan 13 2009;72(2):177-84. doi:10.1212/01.wnl.0000336345.70511.0f 

 
9. Fortanier E, Delmont E, Verschueren A, Attarian S. Quantitative sudomotor test helps 

differentiate transthyretin familial amyloid polyneuropathy from chronic inflammatory 
demyelinating polyneuropathy. Clin Neurophysiol. May 2020;131(5):1129-1133. 
doi:10.1016/j.clinph.2020.01.022 

 
10. Franca da Silva AK, Penachini da Costa de Rezende Barbosa M, Marques Vanderlei F, Destro 

Christofaro DG, Marques Vanderlei LC. Application of Heart Rate Variability in Diagnosis and 
Prognosis of Individuals with Diabetes Mellitus: Systematic Review. Ann Noninvasive 
Electrocardiol. May 2016;21(3):223-35. doi:10.1111/anec.12372 

 
11. Freeman R. Autonomic peripheral neuropathy. Lancet. Apr 2-8 2005;365(9466):1259-70. 

doi:10.1016/S0140-6736(05)74815-7 
 
12. Garcia-Ulloa AC, Almeda-Valdes P, Cuatecontzi-Xochitiotzi TE, et al. Detection of sudomotor 

alterations evaluated by Sudoscan in patients with recently diagnosed type 2 diabetes. BMJ Open 
Diabetes Res Care. Dec 2022;10(6)doi:10.1136/bmjdrc-2022-003005 
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13. Gibbons CH CW, Fife TD,. American Academy of Neurology Model Coverage Policy: Autonomic 

Nervous System Testing. American Academy of Neurology. 2014. Accessed April 25, 2024. 
https://www.aan.com/siteassets/home-page/tools-and-resources/practicing-neurologist--
administrators/billing-and-coding/model-coverage-policies/14autonomicmodel_tr.pdf 

 
14. Goldstein DS, Robertson D, Esler M, Straus SE, Eisenhofer G. Dysautonomias: clinical disorders 

of the autonomic nervous system. Ann Intern Med. Nov 5 2002;137(9):753-63. doi:10.7326/0003-
4819-137-9-200211050-00011 

 
15. Kings Technology Evaluation Centre. Neuropad test for the early detection of diabetic foot 

neuropathy. 2017. Accessed April 25, 2024. 
https://www.nice.org.uk/guidance/mtg38/documents/assessment-report 

 
16. Klein CM. Evaluation and management of autonomic nervous system disorders. Semin Neurol. 

Apr 2008;28(2):195-204. doi:10.1055/s-2008-1062263 
 
17. Lai YR, Huang CC, Cheng BC, et al. Feasibility of combining heart rate variability and 

electrochemical skin conductance as screening and severity evaluation of cardiovascular 
autonomic neuropathy in type 2 diabetes. J Diabetes Investig. Sep 2021;12(9):1671-1679. 
doi:10.1111/jdi.13518 

 
18. Lin K, Wu Y, Liu S, Huang J, Chen G, Zeng Q. The application of sudoscan for screening 

microvascular complications in patients with type 2 diabetes. PeerJ. 2022;10:e13089. 
doi:10.7717/peerj.13089 

 
19. Low PA. Testing the autonomic nervous system. Semin Neurol. Dec 2003;23(4):407-21. 

doi:10.1055/s-2004-817725 
 
20. McDougall AJ, McLeod JG. Autonomic neuropathy, II: Specific peripheral neuropathies. J Neurol 

Sci. Jun 1996;138(1-2):1-13. doi:10.1016/0022-510x(95)00356-7 
 
21. National Institute for Health and Care Excellence (NICE). Neuropad for detecting preclinical 

diabeticperipheral neuropathy [MTG38]. 2018. Updated September 2022. Accessed April 25, 
2024. https://www.nice.org.uk/guidance/mtg38 

 
22. Park JY, Yang D, Yang HJ, et al. Quantitative autonomic function test in differentiation of multiple 

system atrophy from idiopathic Parkinson disease. Chin Med J (Engl). Aug 20 
2019;132(16):1919-1924. doi:10.1097/CM9.0000000000000359 

 
23. Popescu C. Small fiber neuropathy in Parkinson's disease explored by the sudoscan. 

Parkinsonism Relat Disord. Sep 2019;66:261-263. doi:10.1016/j.parkreldis.2019.07.034 
 
24. Rajan S, Campagnolo M, Callaghan B, Gibbons CH. Sudomotor function testing by 

electrochemical skin conductance: does it really measure sudomotor function? Clin Auton Res. 
Feb 2019;29(1):31-39. doi:10.1007/s10286-018-0540-0 
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26. Valensi P, Sachs RN, Harfouche B, et al. Predictive value of cardiac autonomic neuropathy in 

diabetic patients with or without silent myocardial ischemia. Diabetes Care. Feb 2001;24(2):339-
43. doi:10.2337/diacare.24.2.339 

 
27. Vinik AI, Ziegler D. Diabetic cardiovascular autonomic neuropathy. Circulation. Jan 23 
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28. Xu X, Liao J, Dong Q, et al. Clinical utility of SUDOSCAN in predicting autonomic neuropathy in 

patients with Parkinson's disease. Parkinsonism Relat Disord. Jul 2019;64:60-65. 
doi:10.1016/j.parkreldis.2019.03.007 

 
29. Zografou I, Iliadis F, Sambanis C, Didangelos T. Validation of Neuropad in the Assessment of 

Peripheral Diabetic Neuropathy in Patients with Diabetes Mellitus Versus the Michigan 
Neuropathy Screening Instrument, 10g Monofilament Application and Biothesiometer 
Measurement. Curr Vasc Pharmacol. 2020;18(5):517-522. 
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Coding:  
 
CPT: 95921, 95922, 95923, 95924 
 
 
History: Date: Activity: 
   
Medical Policy Panel 08/06/24 Review with revisions 
Medical Policy Panel 08/01/23 Approved guideline 
 
 
Policy Revisions: 
 
08/06/24 Updated ANS Testing types to align with alphabetical order in Description section;  
  U.S. Food and Drug Administration (FDA)-approved autonomic nervous  
  system testing devices to align with alphabetical order in Description  
  section; Investigational/experimental indications for autonomic nervous  
  system testing to align with alphabetical order in Criteria section;  
  Resources section 
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Non-Discrimination Statement: 
 
Blue Cross Blue Shield of Arizona (BCBSAZ) complies with applicable Federal civil rights laws 
and does not discriminate on the basis of race, color, national origin, age, disability or sex. 
BCBSAZ provides appropriate free aids and services, such as qualified interpreters and written 
information in other formats, to people with disabilities to communicate effectively with us. 
BCBSAZ also provides free language services to people whose primary language is not English, 
such as qualified interpreters and information written in other languages. If you need these 
services, call (602) 864-4884 for Spanish and (877) 475-4799 for all other languages and other aids 
and services. 
 
If you believe that BCBSAZ has failed to provide these services or discriminated in another way 
on the basis of race, color, national origin, age, disability or sex, you can file a grievance with: 
BCBSAZ’s Civil Rights Coordinator, Attn: Civil Rights Coordinator, Blue Cross Blue Shield of 
Arizona, P.O. Box 13466, Phoenix, AZ 85002-3466, (602) 864-2288, TTY/TDD (602) 864-4823, 
crc@azblue.com. You can file a grievance in person or by mail or email. If you need help filing a 
grievance BCBSAZ’s Civil Rights Coordinator is available to help you. You can also file a civil 
rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights 
electronically through the Office for Civil Rights Complaint Portal, available at 
https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at: U.S. Department of Health 
and Human Services, 200 Independence Avenue SW., Room 509F, HHH Building, Washington, DC 
20201, 1–800–368–1019, 800–537–7697 (TDD). Complaint forms are available at 
http://www.hhs.gov/ocr/office/file/index.html 
 
Multi-Language Interpreter Services: 
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