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INSTRUCTIONS FOR USE

The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular situation.
Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for treatment
and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support medical
necessity and other coverage determinations.

Overview

This policy supports medical necessity review for the following products:
e Dimercaprol (BAL in Oil)
o Edetate Calcium Disodium (Calcium EDTA) (Calcium Disodium Versenate)

Receipt of sample product does not satisfy any criteria requirements for coverage.

Medical Necessity Criteria

Services for or in connection with an injury or illness arising out of, or in the course of, any employment
for wage or profit are explicitly excluded under most Cigna benefit plans. Therefore, treatment of metal
toxicity that occurs as a result of occupational exposure is generally not covered.

Dimercaprol (BAL in Oil) and Edetate Calcium Disodium (Calcium EDTA) (Calcium Disodium Versenate)
are considered medically necessary when the following are met:
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l. Dimercaprol (BAL in Oil). Individual meets ONE of the following criteria (1, 2, or 3):
1. Arsenic, gold and mercury overload or toxicity. Individual meets the following criteria (A):
A. Confirmed by appropriate laboratory results (for example, blood, plasma, and/or urine) or
clinical findings consistent with toxicity

2. Acute lead poisoning. Individual meets BOTH of the following criteria (A and B):
A. Used concomitantly with Edetate Calcium Disodium
B. Blood lead level greater than 44 ug/dL

3. Acute poisoning by mercury salts. Individual meets the following criteria (A):
A. Therapy is begun no longer than 2 hours following ingestion

il Edetate Calcium Disodium (Calcium EDTA) (Calcium Disodium Versenate). Individual meets the
following criteria:
1. Acute or chronic lead poisoning including lead encephalopathy. Individual meets the following
criteria (A):
A. Blood lead level greater than 44 pg/dL

Due to pharmacological property differences and mechanisms of action, each chelation agent should
only be used as indicated by the FDA.

When coverage is available and medically necessary, the dosage, frequency, site of administration, and
duration of therapy should be reasonable, clinically appropriate, and supported by evidence-based
literature and adjusted based upon severity, alternative available treatments, and previous response to
therapy.

Reauthorization Criteria

Not applicable for continuation beyond initial approval duration.

Authorization Duration

Initial approval duration is up to 10 days

Conditions Not Covered

Any other use is considered experimental, investigational, or unproven including the following (this list may not
be all inclusive):
1. Atherosclerotic vascular diseases
2. Autism spectrum disorders
3. Treatment of “mercury toxicity” from dental amalgam fillings
4. Other heavy metal poisoning
e Dimercaprol: poisoning caused by other heavy metals including antimony, bismuth, iron,
cadmium or selenium
e Edetate calcium disodium: poisoning caused by other heavy metals including aluminum,
arsenic, cadmium, cobalt, manganese, mercury, plutonium or uranium

Coding/ Billing Information

Note: 1) This list of codes may not be all-inclusive.
2) Deleted codes and codes which are not effective at the time the service is rendered may not be eligible
for reimbursement.

Considered Medically Necessary when criteria in the applicable policy statements listed

Page 2 of 6
Coverage Policy Number: IP0138



above are met:

HCPCS Codes | Description
J0470 Injection, dimercaprol, per 100 mg
J0600 Injection, edetate calcium disodium, up to 1,000 mg

Background

FDA Approved Indications

BAL in Oil

BAL in Qil (Dimercaprol Injection USP) is indicated in the treatment of arsenic, gold and mercury poisoning. It is
indicated in acute lead poisoning when used concomitantly with Edetate Calcium Disodium Injection USP.

Dimercaprol Injection USP is effective for use in acute poisoning by mercury salts if therapy is begun within one
or two hours following ingestion. It is not very effective for chronic mercury poisoning.

Dimercaprol Injection USP is of questionable value in poisoning caused by other heavy metals such as antimony
and bismuth. It should not be used in iron, cadmium, or selenium poisoning because the resulting dimercaprol-
metal complexes are more toxic than the metal alone, especially to the kidneys.

Calcium Disodium Versenate
Edetate calcium disodium is indicated for the reduction of blood levels and depot stores of lead in lead poisoning
(acute and chronic) and lead encephalopathy, in both pediatric populations and adults.

Chelation therapy should not replace effective measures to eliminate or reduce further exposure to lead.

Edetate Disodium

FDA has issued a public health advisory to alert patients and healthcare professionals about important safety
information concerning the drug Edetate Disodium. There have been cases where children and adults have died
when they were mistakenly given Edetate Disodium instead of Edetate Calcium Disodium (Calcium Disodium
Versenate) or when Edetate Disodium was used for "chelation therapies" and other uses that are not approved
by the FDA. As a result, FDA is reviewing the benefit/risk profile of Edetate Disodium to determine if the benefits
for its intended use continue to outweigh the serious risks. (FDA, 2015)

Experimental, Investigational, or Unproven Uses

There is insufficient or non-supportive evidence for the use of dimercaprol or edetate calcium disodium for
treatment of atherosclerotic vascular diseases, autism spectrum disorders, or treatment of “mercury toxicity” from
dental amalgam fillings and other specific heavy metal poisoning.

Atherosclerotic Vascular Disease

Chelation therapy with ethylene diamine tetra-acetic acid (EDTA) has been proposed as a noninvasive treatment
alternative to established techniques of angioplasty and bypass surgery for atherosclerotic vascular disease. It is
theorized that by removing iron and copper from the body, the generation of free radicals and propagation of lipid
peroxidation are impaired and that low-density lipoproteins are lowered. (Miller, 2004; Villarruz, 2004)

The TACT trial, a double-blind, placebo-controlled trial sponsored by the National Heart, Lung, and Blood
Institute and the National Center for Complementary and Alternative Medicine, was conducted to determine
whether an EDTA-based chelation regimen reduces cardiovascular events (n = 1708). Patients age 50 years or
older who had experienced a myocardial infarction (MI) at least six weeks prior, and had serum creatinine levels
of 2.0 mg/dl or less were randomized to receive 40 infusions of a 500 ml chelation solution (3 g of disodium
EDTA, 7 g of ascorbate, B vitamins, electrolytes, procaine and heparin) (n = 839) or placebo infusion (n = 869)
and an oral vitamin mineral regimen or an oral placebo. Infusions were administered weekly for 30 weeks,
followed by 10 infusions two to eight weeks apart. The primary endpoint was a composite of total mortality,
recurrent MI, stroke, coronary revascularization, or rehospitalization for angina. The median number of infusions
received was 40; 76% of patients received at least 30 infusions, and 65% completed all 40 infusions. Thirty
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percent (30%) of patients discontinued infusions (233 patients [28%] in the chelation group and 281 [32%)] in the
placebo group). The primary endpoint occurred in 222 (26%) of the chelation group and 261 (30%) of the
placebo group (p = 035). The authors concluded that among stable patients with a history of MI, use of an
intravenous chelation regimen with disodium EDTA compared with placebo modestly reduced the risk of adverse
cardiovascular outcomes, many of which were revascularization procedures. They further concluded that these
results provide evidence to guide further research but are not sufficient to support the routine use of chelation
therapy for the treatment of patients who have had an MI. (Lamas, 2012)

A systematic review of seven articles from 1963 to 2005 assessed the potential use of EDTA chelation therapy
for the treatment of cardiovascular disease. It is proposed that repeated administration of EDTA in combination
with vitamins and minerals is a safe alternative treatment for atherosclerosis. The proposed action of EDTA is to
reverse atherosclerosis and includes: calcium chelation to dissolve plaques, free radical scavenging action,
reduction of iron stores, cell membrane stabilization, arterial dilation, improved arterial wall elasticity and
increased production of nitric oxide. Their conclusion was that using EDTA as a treatment for cardiovascular
disease is not supported by the literature. Most of the literature relied on uncontrolled evidence, thus indicating
the need for a controlled trial. (Seely, 2005)

Autism Spectrum Disorders

Chelation has been proposed for treatment of autism spectrum disorders (ASD). The proposal is based on the
theory that the chelating agent will remove mercury that is thought to be contained in the tissue after early
childhood vaccinations in children with ASD. (Levy, 2005) While there have been several studies that have
examined the relationship of mercury to ASD, no consistent associations have been identified. (Levy, 2005)
There is insufficient evidence in the peer-reviewed literature regarding the efficacy of chelation therapy for
treatment of ASD.

Treatment of “mercury toxicity” from dental amalgam fillings

Randomized studies (Bellinger 2006, DeRouen 2006) have been conducted on children to evaluate the safety of
amalgam dental fillings. The first study, by Bellinger et al (2006), evaluated 534 children, between the ages of
six to ten years, with no prior amalgam restorations and two or more posterior teeth with caries. These children
were assigned randomly to receive either amalgam or resin composite fillings during a five year follow up period
(n=267 for both groups). The authors of this study concluded no statistically significant differences were found in
adverse neuropsychological or renal effects over the five year study duration in children that had caries restored
using dental amalgam or resin composite materials (Bellinger, 2006). The second study, by DeRouen et al
(2006), evaluated a total of 507 children, between the ages of eight and ten years, with at least one carious
lesion on a permanent tooth and no previous amalgam exposure. This study concluded that children who
received dental restorative treatment with amalgam did not have statistically significant differences in
neurobehavioral assessments (or in nerve conduction velocity) when compared with children who received
materials consisting of resin composite (DeRouen, 2006).

Other heavy metal poisoning

According the the FDA approved label for dimercaprol injection USP, this drug is of questionable value in
poisoning caused by other heavy metals such as antimony and bismuth. It should not be used in iron, cadmium,
or selenium poisoning because the resulting dimercaprol-metal complexes are more toxic than the metal alone,
especially to the kidneys. (Taylor Pharmaceuticals, 2017)

The place in therapy for use of edetate calcium disodium for treatment of toxicity from aluminum (Fulgenzi,
2015), arsenic (Mathew, 2010), cadmium (Gil, 2010; Bernhoft, 2013), cobalt (Smith, 2013), manganese,
(Aschner, 2009) mercury (Sarikaya, 2010), plutonium (Konzen, 2016) or uranium (Smith 2013) has not been
established. The available evidence is deficient, inconsistent, of low quality and does not adequately evaluate
the benefits versus risks of its use.
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