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OVERVIEW
Hyperhidrosis, or excessive sweating, can lead to impairments in psychologic and social functioning. Various

treatments for hyperhidrosis are available, such as topical antiperspirant agents (eg, aluminum chloride 20%
solution), oral medications, botulinum toxin, and surgical procedures.

MEDICAL CRITERIA
BlueCHIiP for Medicare

Severe Primary Axillary Hyperhidrosis (primary focal hyperhidrosis)
Treatment is considered medically necessary with any of the following criteria:
e Treatment of severe primary axillary hyperhidrosis that is inadequately managed with topical therapy.
e Focal, visible, severe sweating of at least six (6) months duration without apparent cause with at least
2 of the following characteristics:
e  Bilateral and relatively symmetric significant impairment in daily activities
e Age of onset less than 25 years
e  Positive family history
e  Cessation of focal sweating during sleep

Primary Focal Hyperhidrosis
Commercial Products
Treatment of primary focal hyperhidrosis is considered medically necessary when any of the following
medical conditions;
e Acrocyanosis of the hands;
e History of recurrent skin maceration with bacterial or fungal infections;
e History of recurrent secondary infections;
e History of persistent eczematous dermatitis in spite of medical treatments with topical dermatological
or systemic anticholinergic agents;
Inadequately managed with topical agents for the following;
e Palmar focal region
¢ Axillary focal region
0 impairment of daily activities;
O frequency of at least once per week;
O positive family history;
O cessation of focal sweating during sleep.
e Visible, excessive sweating of at least 6 months in duration without apparent cause and with at least 2
of the following features
O bilateral and relatively symmetric sweating;

O significant impairment in daily activities
O age of onset less than 25 years
O positive family history
O cessation of focal sweating during sleep
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Hyperhidrosis Disease Severity Scale
The Hyperhidrosis Disease Severity Scale (HDSS) is used by patients to rate the severity of their symptoms
on a scale of 1 to 4:
1. My underarm sweating is never noticeable and never interferes with my daily activities.
2. My underarm sweating is tolerable but sometimes interferes with my daily activities.
3. My underarm sweating is barely tolerable and frequently interferes with my daily activities.
4. My underarm sweating is intolerable and always interferes with my daily activities.

PRIOR AUTHORIZATION
Prior authorization is required for BlueCHiP for Medicare and recommended for Commercial products for
the treatment of hyperhidrosis.

POLICY STATEMENT
BlueCHiP for Medicate

Severe Primary Axillary Hyperhidrosis (primary focal hyperhidrosis)
Treatment of primary axillary hyperhidrosis is medically necessary when the criteria above is met.

Note: Blue Cross & Blue Shield of Rhode Island (BCBSRI) must follow Centers for Medicare and Medicaid
Services (CMS) guidelines, such as national coverage determinations or local coverage determinations for all
BlueCHiP for Medicare policies. Therefore, BlueCHIiP for Medicare policies may differ from Commercial

products. In some instances, benefits for BlueCHiP for Medicare may be greater than what is allowed by the
CMS.

Commercial Products
The following treatments may be considered medically necessary for the treatment of severe secondary
gustatory hyperhidrosis:

e aluminum chloride 20% solution

e  surgical options (ie, tympanic neurectomy) if conservative treatment has failed.

The treatments listed below are considered not medically necessary as a treatment for severe secondary
gustatory hyperhidrosis as the evidence is insufficient to determine the effects of the technology on health
outcomes.

e  botulinum toxin
e iontophoresis.

Treatment of primary focal hyperhidrosis using the therapies in the list below may be considered medically
necessary with any of the following medical conditions:
e acrocyanosis of the hands; or
e history of recurrent skin maceration with bacterial or fungal infections; or
e history of recurrent secondary infections; or
e history of persistent eczematous dermatitis despite medical treatments with topical dermatologic or
systemic anticholinergic agents.

Therapies
e Axillary
0  Aluminum chloride 20% solution
O  Botulinum toxin for severe primary axillary hyperhidrosis inadequately managed with topical
agents, in patients =18y

500 EXCHANGE STREET, PROVIDENCE, RI 02903-2699 MEDICAL COVERAGE POLICY | 2
(401) 274-4848 WWW.BCBSRI.COM



0 ETS and surgical excision of axillary sweat glands, if conservative
treatment (ie, aluminum chloride or botulinum toxin, individually and in
combination) has failed
e Palmar
0 Aluminum chloride 20% solution
O Botulinum toxin type A products for severe primary palmar hyperhidrosis inadequately managed
with topical agents, in patients =18 y
0 ETS, if conservative treatment (ie, aluminum chloride or Botulinum toxin type A, individually
and in combination) has failed
e Plantar
0 Aluminum chloride 20% solution

e Craniofacial
0 Aluminum chloride 20% solution

Treatments using aluminum chloride 20% solution or surgical options (ie tympanic neurectomy) if
conservative treatment has failed may be considered medically necessary for the treatment of severe
secondary gustatory hyperhidrosis including the following conditions;

e Frey syndrome

e cncephalitis

e syringomyelia

e diabetic neuropathies

e herpes zoster parotitis

e parotid abscess.

Aluminum chloride solution is approved by FDA for treatment of primary hyperhidrosis. At least 1
botulinum toxin product is FDA-approved for treatment in adults of severe axillary hyperhidrosis
inadequately managed by topical agents.

ETS: endoscopic transthoracic sympathectomy; FDA: Food and Drug Administration.

Treatment of hyperhidrosis is considered not medically necessary in the absence of functional impairment
or any of the medical conditions listed above.

COVERAGE

BlueCHiP for Medicare and Commercial Products

Benefits may vary between groups/contracts. Please refer to the appropriate Member Certificate, Subsctiber
Agtreement, and Benefits Booklet for applicable physician office injection coverage/benefits and for services
not medically necessary.

Botulinum toxin is covered under the member’s medical benefit for those contracts with no specialty
pharmacy benefit and is subject to any applicable copayment/coinsurance and/or deductible.

BACKGROUND

Hyperhidrosis has been defined as excessive sweating, beyond a level required to maintain normal body
temperature, in response to heat exposure or exercise. It can be classified as primary or secondary.
Primary focal hyperhidrosis is idiopathic in nature, typically involving the hands (palmar), feet (plantar), or
axillae (underarms). Secondary hyperhidrosis can result from a variety of drugs (eg, tricyclic
antidepressants, selective serotonin reuptake inhibitors) or underlying diseases/conditions (eg, febrile
diseases, diabetes mellitus, menopause). Secondary hyperhidrosis is usually generalized or craniofacial
sweating.
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Secondary gustatory hyperhidrosis is excessive sweating on ingesting highly spiced foods. This
trigeminovascular reflex typically occurs symmetrically on the scalp or face and predominately over the
forehead, lips, and nose. Secondary facial gustatory, occurs independently of the nature of the ingested food.
This phenomenon frequently occurs after injury or surgery in the region of the parotid gland. Frey syndrome
is an uncommon type of secondary gustatory hyperhidrosis that arises from injury to or surgery near the
parotid gland resulting in damage to the secretory parasympathetic fibers of the facial nerve. After injury,
these fibers regenerate, and miscommunication occurs between them and the severed postganglionic
sympathetic fibers that supply the cutaneous sweat glands and blood vessels. The aberrant connection results
in gustatory sweating and facial flushing with mastication. Aberrant secondary gustatory sweating follows up
to 73% of surgical sympathectomies and is particularly common after bilateral procedures.

The consequences of hyperhidrosis ate primarily psychosocial in nature. Symptoms such as fever, night
sweats, or weight loss require further investigation to rule out secondary causes. Sweat production can

be assessed with the Minor starch iodine test, which is a simple qualitative measure to identify specific sites of
involvement.

Therapeutic Options

A variety of therapies have been investigated for primary hyperhidrosis, including topical therapy with
aluminum chloride, oral anticholinergic medications, iontophoresis, intradermal injections of botulinum toxin,
endoscopic transthoracic sympathectomy, and surgical excision of axillary sweat glands. Treatment of
secondary hyperhidrosis focuses on treatment of the underlying cause, such as discontinuing certain drugs or
hormone replacement therapy as a treatment of menopausal symptoms.

Botulinum toxin is a potent neurotoxin that blocks cholinergic nerve terminals; symptoms of botulism
include cessation of sweating. Therefore, intracutaneous injections have been investigated as a treatment of
gustatory hyperhidrosis and focal primary hyperhidrosis, most frequently involving the axillae or palms. The
drawback of this approach is the need for repeated injections, which have led some to consider surgical
approaches.

Surgical treatment options include removal of the eccrine glands and/or interruption of the sympathetic
nerves. Eccrine sweat glands produce an aqueous secretion, the overproduction of which is primarily
responsible for hyperhidrosis. These glands are innervated by the sympathetic nervous system. Surgical
removal has been performed in patients with severe isolated axillary hyperhidrosis.

Various surgical techniques of sympathectomy have been tested. The second (T2) and third (T3) thoracic
ganglia are responsible for palmar hyperhidrosis, the fourth (T4) thoracic ganglion controls axillary
hyperhidrosis, and the first (T'1) thoracic ganglion controls craniofacial hyperhidrosis. Thoracic
sympathectomy has been investigated as a potentially curative procedure, primarily for combined palmar
and axillary hyperhidrosis unresponsive to nonsurgical treatments. While accepted as an effective treatment,
sympathectomy is not without complications. In addition to the immediate surgical

complications of pneumothorax or temporary Horner syndrome, compensatory sweating on the trunk
generally occurs in most patients, with different degrees of severity. Medical researchers have

investigated whether certain approaches (eg, T3 sympathectomy vs T4 sympathectomy) result in less
compensatory sweating, but there remains a lack of consensus about which approach best minimizes the
risk of this adverse effect. In addition, with lumbar sympathectomy for plantar hyperhidrosis, there has been
concern about the risk of postoperative sexual dysfunction in both men and women.

Outcomes from different surgical and medical treatment modalities are best assessed using a combination of
tools. Quantitative tools include gravimetry, evaporimetry, and the Minor starch iodine test. Qualitative
assessment tools include general health surveys and hyperhidrosis-specific surveys. Of these, the
Hyperhidrosis Disease Severity Scale has had good correlation to other assessment tools and is practical in the
clinical setting.
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For individuals who have primary focal hyperhidrosis (ie, axillary, palmar, plantar, craniofacial) who receive
iontophoresis, the evidence includes 1 randomized controlled trial (RCT) and case seties.

Relevant outcomes are symptoms, quality of life, and treatment-related morbidity. The RCT found that
iontophoresis was less effective than botulinum toxin in the short-term treatment of palmar hyperhidrosis.
Additional RCT's are needed comparing iontophoresis to sham or active treatment in patients with various
types of primary focal hyperhidrosis. The evidence is insufficient to determine the effects of the technology
on health outcomes.

For individuals who have primary axillary hyperhidrosis who receive botulinum toxin type A or B, the
evidence includes RCTs. Relevant outcomes are symptoms, quality of life, and treatment-related morbidity.
Placebo-controlled RCT's have generally found better outcomes in the botulinum toxin groups. Several RCT's
have compared botulinum toxin type A formulations in patients with primary axillary hyperhidrosis and have
compared botulinum toxin type A and B formulations in patients with axillary hyperhidrosis. Although these
studies had small sample sizes, their findings suggest that, with appropriate dosage adjustments, there are
similar levels of efficacy and adverse events. The evidence is sufficient to determine qualitatively that the
technology results in a meaningful improvement in the net health outcome.

For individuals who have primary palmar hyperhidrosis who receive botulinum toxin type A, the evidence
includes RCTs. Relevant outcomes are symptoms, quality of life, and treatment-related morbidity.
Placebo-controlled RCT's have generally found better outcomes in the botulinum toxin groups. RCT's
comparing botulinum toxin type A formulations in patients with primary palmat hyperhidrosis have
generally found no significant difference in outcomes. Although these studies had small sample sizes, their
findings suggest that, with appropriate dosage adjustments, thetre are similar levels of efficacy and

adverse events. The evidence is sufficient to determine qualitatively that the technology results in a
meaningful improvement in the net health outcome.

For individuals who have primary palmar hyperhidrosis who receive botulinum toxin type B, the evidence
includes 1 RCT. Relevant outcomes ate symptoms, quality of life, and treatment-related morbidity. One small
placebo-controlled RCT did not clearly demonstrate the efficacy of botulinum toxin type B in patients with
palmar hyperhidrosis. The evidence is insufficient to determine the effects of the technology on health
outcomes.

For individuals who have primary plantar hyperhidrosis who receive botulinum toxin type A or B, the
evidence includes no RCTs. Relevant outcomes are symptoms, quality of life, and treatment-related
morbidity. RCTSs are needed comparing botulinum toxin to placebo or active treatment in patients with
primary plantar hyperhidrosis. The evidence is insufficient to determine the effects of the technology on
health outcomes.

Tontophoresis

For individuals who have primary focal hyperhidrosis, a 2003 TEC Assessment on iontophoresis for a variety
of medical conditions concluded that the evidence was insufficient to determine whether iontophoresis for
the treatment of any type of hyperhidrosis improves outcomes. Neither the TEC Assessment nor subsequent
literature searches have identified any RCT's evaluating iontophoresis for gustatory hyperhidrosis.

For individuals who have severe secondary gustatory hyperhidrosis who receive iontophoresis or botulinum
toxin, the evidence includes uncontrolled studies and systematic reviews that did not identify any relevant
RCTs to evaluate the safety and efficacy of these conditions for treatment of severe secondary gustatory
hyperhidrosis. The evidence is insufficient to determine the effects of the technology on health outcomes.
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CODING

BlueCHiP for Medicare and Commercial Products

Botulinum Toxin: The HCPC codes below require pre-authorization for hyperhidrosis
32664 Thoracoscopy, surgical; with thoracic sympathectomy

64650 Chemodenervation of eccrine glands; both axillae

64653 Chemodenervation of eccrine glands; other area(s) (e.g., scalp, face, neck), per day
69676 Tympanic neurectomy

J0585 Injection, Onabolulinumtoxina, 1 unit (A)

J0586 Injection, Abobotulinumtoxina, 5 units (A)

J0587 Injection, rimabotulinumtoxin B100 units (B):

J0588 Injection, Incobotulinumtoxin A, 1 unit

RELATED POLICIES
Botulinum Toxin Injections

PUBLISHED
Provider Update,

REFERENCES

1. Blue Cross and Blue Shield Association Technology Evaluation Center (TEC). Iontophoresis for Medical
Indications. TEC Assessments 2003;Volume 18, Tab 3.

2. Rajagopal R, Mallya NB. Comparative evaluation of botulinum toxin versus iontophoresis with topical
aluminium chloride hexahydrate in treatment of palmar hyperhidrosis. Med ] Armed Forces India. Jul
2014;70(3):247-252. PMID 25378778

3. Solish N, Bertucci V, Dansereau A, et al. A comprehensive approach to the recognition, diagnosis, and
severity based treatment of focal hyperhidrosis: recommendations of the Canadian Hyperhidrosis Advisory
Committee. Dermatol Surg. Aug 2007;33(8):908-923. PMID 17661933

4. Dogruk Kacar S, Ozuguz P, Eroglu S, et al. Treatment of primary hyperhidrosis with tap water
iontophoresis in paediatric patients: a retrospective analysis. Cutan Ocul Toxicol. Dec 2014;33(4):313-316.
PMID 24405389

5. McAleer MA, Collins P. A study investigating patients' experience of hospital and home iontophoresis for
hyperhidrosis. ] Dermatolog Treat. Aug 2014;25(4):342-344. PMID 23356798

6. Lowe NJ, Glaser DA, Eadie N, et al. Botulinum toxin type A in the treatment of primary axillary
hyperhidrosis: a 52-week multicenter double-blind, randomized, placebo-controlled study of efficacy and
safety. ] Am Acad Dermatol. Apr 2007;56(4):604-611. PMID 17306417

7. Frasson E, Brigo F, Acler M, et al. Botulinum toxin type A vs Type B for axillary hyperhidrosis in a case
series of patients observed for 6 months. Arch Dermatol. Jan 2011;147(1):122-123. PMID 21242408

8. An JS, Hyun Won C, Si Han |, et al. Comparison of onabotulinumtoxinA and rimabotulinumtoxinB for the
treatment of axillary hyperhidrosis. Dermatol Surg. Aug 2015;41(8):960-967. PMID 26218729

9. Campanati A, Giuliodori K, Martina E, et al. Onabotulinumtoxin type A (Botox((R))) versus
Incobotulinumtoxin type A (Xeomin((R))) in the treatment of focal idiopathic palmar hyperhidrosis: results
of a comparative doubleblind clinical trial. ] Neural Transm. Jan 2014;121(1):21-26. PMID 24052109

10. Glaser DA, Coleman WP, 3rd, Fan LK, et al. A randomized, blinded clinical evaluation of a novel
microwave device for treating axillary hyperhidrosis: the dermatologic reduction in underarm perspiration
study. Dermatol Surg. Feb 2012;38(2):185-191. PMID 22289389

11. Hong HC, Lupin M, O'Shaughnessy KF. Clinical evaluation of a microwave device for treating axillary
hyperhidrosis. Dermatol Surg. May 2012;38(5):728-735. PMID 22452511

12. Purtuloglu T, Atim A, Deniz S, et al. Effect of radiofrequency ablation and comparison with surgical
sympathectomy in palmar hyperhidrosis. Eur ] Cardiothorac Surg. Jun 2013;43(6):e151-154. PMID 23428574
13. Deng B, Tan QY, Jiang YG, et al. Optimization of sympathectomy to treat palmar hyperhidrosis: the
systematic review and meta-analysis of studies published during the past decade. Surg Endosc. Jun
2011;25(6):1893-1901. PMID 21136103

500 EXCHANGE STREET, PROVIDENCE, RI 02903-2699 MEDICAL COVERAGE POLICY | 6
(401) 274-4848 WWW.BCBSRI.COM



14. Baumgartner FJ, Reyes M, Sarkisyan GG, et al. Thoracoscopic sympathicotomy for disabling palmar
hyperhidrosis: a prospective randomized compatrison between two levels. Ann Thorac Surg. Dec
2011;92(6):2015-2019. PMID 22115211

15. Yuncu G, Turk F, Ozturk G, et al. Comparison of only T3 and T3-T4 sympathectomy for axillary
hyperhidrosis regarding treatment effect and compensatory sweating. Interact Cardiovasc Thorac Surg. Aug
2013;17(2):263-267. PMID 23644731

16. de Andrade Filho LO, Kuzniec S, Wolosker N, et al. Technical difficulties and complications of
sympathectomy in the treatment of hyperhidrosis: an analysis of 1731 cases. Ann Vasc Surg. May
2013;27(4):447-453. PMID 23406790

17. Karamustafaoglu YA, Kuzucuoglu M, Yanik F, et al. 3-year follow-up after uniportal thoracoscopic
sympathicotomy for hyperhidrosis: undesirable side effects. ] Laparoendosc Adv Surg Tech A. Nov
2014;24(11):782-785. PMID 25376004

18. Smidfelt K, Drott C. Late results of endoscopic thoracic sympathectomy for hyperhidrosis and facial
blushing. BtJ Surg. Dec 2011;98(12):1719-1724. PMID 21928403

19. Wait SD, Killory BD, Lekovic GP, et al. Thoracoscopic sympathectomy for hyperhidrosis: analysis of 642
procedures with special attention to Hornet's syndrome and compensatory hyperhidrosis. Neurosurgery. Sep
2010567(3):652-656; discussion 656-657. PMID 20647968

20. Rieger R, Pedevilla S, Pochlauer S. Endoscopic lumbar sympathectomy for plantar hyperhidrosis. Br |
Surg. Dec 2009;96(12):1422-1428. PMID 19918855

21. Reisfeld R. Endoscopic lumbar sympathectomy for focal plantar hyperhidrosis using the clamping
method. Surg Laparosc Endosc Percutan Tech. Aug 2010;20(4):231-236. PMID 20729691

22. Hornberger |, Grimes K, Naumann M, et al. Recognition, diagnosis, and treatment of primary focal
hyperhidrosis. ] Am Acad Dermatol. Aug 2004;51(2):274-286. PMID 15280848

23. Li C, Wu F, Zhang Q, et al. Interventions for the treatment of Frey's syndrome. Cochrane Database Syst
Rev. 2015;3:CD009959. PMID 25781421

24. Clayman MA, Clayman SM, Seagle MB. A review of the surgical and medical treatment of Frey syndrome.
Ann Plast Surg. Nov 2006;57(5):581-584. PMID 17060744 de Bree R, van der Waal I, Leemans CR.
Management of Frey syndrome. Head Neck. Aug 2007;29(8):773-778.

PMID 17230557

25. Cerfolio R, De Campos JR, Bryant AS, et al. The Society of Thoracic Surgeons expert consensus for the
surgical treatment of hyperhidrosis. Ann Thorac Surg. May 2011;91(5):1642-1648. PMID 21524489

26. Naumann M, So Y, Argoff CE, et al. Assessment: Botulinum neurotoxin in the treatment of autonomic
disorders and pain (an evidence-based review): report of the Therapeutics and Technology Assessment
Subcommittee of the Ametican Academy of Neurology. Neurology. May 6 2008;70(19):1707-1714. PMID
18458231

27. National Institute of Health and Care Excellence (NICE). IPG480 Endoscopic thoracic sympathectomy
for primary facial blushing. 2014; http://publications.nice.org.uk/endoscopic-thoracic-sympathectomy-for-
primaryfacial- blushing-ipg480. Accessed April, 2016

“““““““““““““““““““““““ CLICK THE ENVELOPE ICON BELOW TO SUBMIT COMMENTS

This medical policy is made available to you for informational purposes only. It is not a guarantee of payment or a substitute for your medical
judgment in the treatment of your patients. Benefits and eligibility are determined by the membert's subscriber agreement or member certificate
and/or the employer agreement, and those documents will supersede the provisions of this medical policy. For information on member-specific
benefits, call the provider call center. If you provide services to a member which are determined to not be medically necessary (or in some cases
medically necessary services which are non-covered benefits), you may not charge the member for the services unless you have informed the member
and they have agreed in writing in advance to continue with the treatment at their own expense. Please refer to your participation agreement(s) for
the applicable provisions. This policy is current at the time of publication; however, medical practices, technology, and knowledge are constantly
changing. BCBSRI reserves the right to review and revise this policy for any reason and at any time, with or without notice. Blue Cross & Blue Shield
of Rhode Island is an independent licensee of the Blue Cross and Blue Shield Association.
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