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INSTRUCTIONS FOR USE

Coverage Policies are intended to provide guidance in interpreting certain standard CIGNA HealthCare benefit plans as well as benefit
plans formerly administered by Great-West Healthcare. Please note, the terms of a participant’s particular benefit plan document [Group
Service Agreement (GSA), 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 participant’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 participant’s
benefit plan document always supercedes 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 group 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 2010
CIGNA

Coverage Policy

CIGNA covers eltrombopag (Promacta®) for the treatment of thrombocytopenia in individuals with
chronic immune (idiopathic) thrombocytopenic purpura (ITP) when BOTH of the following criteria are
met:

¢ insufficient response to corticosteroids, immunoglobulins, or splenectomy
e degree of thrombocytopenia and clinical condition increase the risk for bleeding

FDA Approved Indications

Promacta is indicated for the treatment of thrombocytopenia in patients with chronic immune (idiopathic)
thrombocytopenic purpura (ITP) who have had an insufficient response to corticosteroids, immunoglobulins, or
splenectomy. Promacta should be used only in patients with ITP whose degree of thrombocytopenia and clinical
condition increases the risk for bleeding. Promacta should not be used in an attempt to normalize platelet
counts.

FDA Recommended Dosing
Initiate Promacta at a dose of 50 mg once daily. For patients with moderate or severe hepatic impairment,
initiate Promacta at a reduced dose of 25 mg once daily.

Promacta is only available through a restricted distribution program called Promacta Cares which consists of a
patient registry and a requirement for prescribers to complete and report baseline and periodic safety
information for every patient. Prescribers, pharmacists, and patients must be enrolled in Promacta Cares in
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order to prescribe, dispense and receive Promacta. Goal of enroliment is to ensure that all patients treated with
Promacta are monitored appropriately and evaluated every 6 months to determine if continued treatment with
Promacta is appropriate.

Drug Availability

The 25 mg tablets are round, biconvex, orange, film-coated tablets debossed with GS NX3 and 25 on one side
and are available in bottles of 30. The 50 mg tablets are round, biconvex, blue, film-coated tablets debossed
with GS UFU and 50 on one side and are available in bottles of 30.

General Background

Disease Overview

There are two types of ITP - acute (temporary or short-term) and chronic (long-lasting). Acute ITP generally
lasts less than 6 months. It mainly occurs in children, both boys and girls, and is the most common type of ITP.
It often occurs after a viral infection. Chronic ITP is long-lasting (6 months or longer) and mostly affects adults.
However, some teenagers and even younger children can get this type of ITP. Chronic ITP affects women 2 to 3
times more often than men. Treatment depends on how severe the bleeding symptoms are and the platelet
count. In mild cases, treatment may not be needed.

Pharmacology

Eltrombopag is a small molecule TPO receptor agonist that stimulates platelet production. Eltrombopag is 52%
absorbed with peak plasma concentrations occurring within 2 to 6 hours. Platelet counts begin to increase at 5
to 8 days and peak at 15 to 16 days after starting therapy. The half-life of eltrombopag is 26 to 35 hours in
patients with ITP. Eltrombopag is extensively metabolized in the liver through oxidation by CYP1A2 and
CYP2C8 and primarily excreted in the feces.

Clinical Efficacy

Three experimental trials and two open-label non-randomized studies evaluate eltrombopag in ITP. In 118
patients with chronic ITP, eltrombopag 50 mg or 75 mg daily for 6 weeks raised platelet counts to > 50,000/uL
on day 43 in 70% to 81% of patients compared to placebo at 11% (p<0.001). No difference in response rate
was detected between splenectomized and non-splenectomized patients. An open-label extension trial is
ongoing to determine long term efficacy and safety.

There are no comparative studies between eltrombopag and romiplostim. The primary endpoints used in the
efficacy trials for romiplostim and eltrombopag are different. In the romiplostim trials, the primary endpoint was
durable platelet response, defined as a platelet count 250,000/uL for any 6 of the last 8 weeks of treatment. For
eltrombopag, the primary endpoint was platelet counts > 50,000/uL on day 43. Another difference noted
between the two TPO agonists is that the overall response to romiplostim was lower in splenectomized patients
than non-splenectomized patients; however, both groups were superior to placebo. In the eltrombopag clinical
trial, no difference in response was detected between splenectomized and non-splenectomized patients.

Ongoing Studies

Ongoing investigational indications for Promacta include thrombocytopenia associated with chronic hepatitis C
virus and chronic liver disease and oncology-related thrombocytopenia.There is one published clinical trial
evaluating eltrombopag for use in patients with thrombocytopenia and cirrhosis secondary hepatitis C.

One study randomized 74 patients who had cirrhosis secondary to chronic hepatitis C infection and platelet
counts between 20,000/uL and 70,000/uL to receive either eltrombopag 30, 50, or 75 mg or placebo for 4
weeks. Patients who had platelets counts > 70,000/uL after 4 weeks of therapy were eligible to receive
eltrombopag or placebo in combination with peginterferon alfa-2a or peginterferon alfa-2b plus ribavirin for 12
weeks. More than 75% of patients in each eltrombopag group had platelet counts >100,000/uL after 4 weeks of
therapy compared to no patients in the placebo group (p<0.001). Antiviral therapy with peginterferon and
ribavirin was started in 49/74 patients. More patients completed 12 weeks of antiviral therapy in the eltrombopag
75 mg group, eltrombopag 50 mg group, and eltrombopag 30 mg group compared to placebo. Overall,
eltrombopag increased platelet counts sufficiently in patients with cirrhosis secondary to hepatitis C to allow
initiation of antiviral treatment. Additional studies are ongoing to evaluate the efficacy and safety of eltrombopag
in patients with hepatitis C.
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Adverse Reactions / Drug Interactions

The most common adverse effects with eltrombopag include nausea, vomiting, menorrhagia, myalgia,
paresthesia, dyspepsia, and ecchymosis. In clinical trials, headache was also reported. The most common
serious adverse effects include hemorrhage, liver function test abnormalities and thrombotic or thromboembolic
complications. Eltrombopag carries a black box warning for hepatotoxicity and liver function test monitoring is
required.

Eltrombopag has many potential drug-drug interactions. Eltrombopag is a substrate of CYP1A2 and CYP2CS,
and its levels are affected by known inhibitors and inducers of these enzymes. Eltrombopag is also an inhibitor
of organic anion transporting polypeptide (OATP1B1). Medications like the HMG-CoA reductase inhibitors,
methotrexate, rifampin, or nateglinide, which are OATT1B1 substrates, may require a dose reduction.
Eltrombopag is also an inhibitor of UDP-Glucuronosyl-transferases (UGT), which may cause increased levels of
acetaminophen, narcotics and nonsteroidal anti-inflammatory medications.

Coding/Billing Information

Note: This section is not in use.
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“CIGNA” and the “Tree of Life” logo are registered service marks of CIGNA Intellectual Property, Inc., licensed for use by CIGNA Corporation
and its operating subsidiaries. All products and services are provided exclusively by such operating subsidiaries and not by CIGNA Corporation.
Such operating subsidiaries include Connecticut General Life Insurance Company, CIGNA Behavioral Health, Inc., Intracorp, and HMO or
service company subsidiaries of CIGNA Health Corporation and CIGNA Dental Health, Inc. In Arizona, HMO plans are offered by CIGNA
HealthCare of Arizona, Inc. In California, HMO plans are offered by CIGNA HealthCare of California, Inc. and Great-West Healthcare of
California, Inc. In Connecticut, HMO plans are offered by CIGNA HealthCare of Connecticut, Inc. In North Carolina, HMO plans are offered by
CIGNA HealthCare of North Carolina, Inc. In Virginia, HMO plans are offered by CIGNA HealthCare Mid-Atlantic, Inc. All other medical plans

in these states are insured or administered by Connecticut General Life Insurance Company.

Connecticut General Life Insurance Company has acquired the business of Great-West Healthcare from Great-West Life & Annuity
Insurance Company (GWLA). Certain products continue to be provided by GWLA (Life, Accident and Disability, and Excess Loss). GWLA is
not licensed to do business in New York. In New York, these products are sold by GWLA's subsidiary, First Great-West Life & Annuity
Insurance Company, White Plains, N.Y.
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