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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
recommendations for treatment and should never be used as treatment guidelines. Proprietary information of CIGNA. Copyright ©2010
CIGNA

Coverage Policy

CIGNA covers fibrinogen concentrate (RiaSTAP®) as medically necessary for the treatment of acute
bleeding episodes in individuals with congenital fibrinogen deficiency, including afibrinogenemia and
hypofibrinogenemia.

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
fibrinogen concentrate (RiaSTAP®) therapy.

FDA Approved Indications

RiaSTAP, Fibrinogen Concentrate (Human) is indicated for the treatment of acute bleeding episodes in patients
with congenital fibrinogen deficiency, including afibrinogenemia and hypofibrinogenemia. RiaSTAP is not
indicated for dysfibrinogenemia.

FDA Recommended Dosing

RiaSTAP dosing, duration of dosing and frequency of administration should be individualized based on the
extent of bleeding, laboratory values, and the clinical condition of the patient. RiaSTAP dose when baseline
fibrinogen level is known - dose should be individually calculated for each patient based on the target plasma
fibrinogen level based on the type of bleeding, actual measured plasma fibrinogen level and body weight.
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RiaSTAP dose when baseline fibrinogen level is not known - If the patient’s fibrinogen level is not known, the
recommended dose is 70 mg per kg of body weight administered intravenously. Monitoring of patient’s
fibrinogen level is recommended during treatment with RiaSTAP. A target fibrinogen level of 100 mg/dL should
be maintained until hemostasis is obtained.

Drug Availability

RiaSTAP is supplied in a single-use vial. Each carton contains one vial of RiaSTAP. The components used in
the packaging for RiaSTAP are latex-free. The actual potency of fibrinogen concentrate in milligram (mg) is
stated on each RiaSTAP vial label and carton.

General Background

Pharmacology

Fibrinogen is found in normal human plasma and is required for blood to clot. Fibrinogen concentrate is used to
replace low or absent levels of fibrinogen in patients with congenital fibrinogen deficiency. Plasma fibrinogen
activity reaches a maximum level within 1 hour of infusion. Half-life is approximately 78 hours.

Clinical Efficacy

Fibrinogen concentrate was approved using FDA'’s accelerated approval program. This special process allows
drugs for serious or life-threatening conditions to be approved using only surrogate markers, but requires
manufacturers to conduct post-approval studies to confirm the drug’s clinical benefit. A pharmacokinetic study
evaluated a single dose of fibrinogen concentrate 70 mg/kg using the surrogate endpoint of maximum clot
firmness (MCF), measured by thromboelastometry. Maximum clot firmness measures the bloods ability to
coagulate and is used to assess hemostatic efficacy of fibrinogen concentrate. Clot firmness depends on
fibrinogen concentration of the plasma sample, activation of coagulation, and polymerization and crosslinking of
the fibrin matrix. The 1 hour change in MCF from baseline was significant (8.9 + 4.4 mm, p < 0.0001).

Older studies of fibrinogen concentrate, specifically those studies utilizing Haemocomplettan (the same CSL
Behring product as RiaSTAP but under a different tradename), were submitted as part of the accelerated
approval process. A physician survey was conducted to determine what treatments were given to patients with
congenital fibrinogen deficiency and target fibrinogen levels. Data were collected from 34 physicians from 10
countries. Patients ranged in age from 7 days to 75 years and were generally treated with fibrinogen,
cryoprecipitate, or a combination of both. Products were given as “on demand treatment” or for prophylaxis. All
agents were judged by physicians to be equally effective for controlling hemostasis. Median target fibrinogen
levels were 100 mg/dL, maintained for 1 — 7 days for prophylaxis and minor bleeding events. A target level of
150 mg/dL, maintained for 4 — 14 days, was generally used for major bleeding events.

In an observational, follow-up study, the efficacy of fibrinogen concentrate was evaluated in 12 patients with
afibrinogenemia, hypofibrinogenemia, or dysfibrinogenemia. Clinical efficacy of fibrinogen concentrate was
judged to be “very good” in 36 of 37 bleeding episodes where fibrinogen concentrate was used.

In one case report, fibrinogen concentrate was given to one patient with congenital afibrinogenemia in separate
bleeding episodes. In both episodes, bleeding was resolved with fibrinogen concentrate given with red blood
cells and tranexamic acid.

Adverse Drug Reactions

Fever and headache are the most common adverse reactions reported in clinical studies. Chills, fever, nausea,
vomiting, and allergic reactions are the most common reactions reported in postmarketing studies. Serious
adverse events reported with fibrinogen concentrate use include allergic and anaphylactic reactions and
thromboembolic events.

Coding/Billing Information

Note: This list of codes may not be all-inclusive.
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Covered when medically necessary:

HCPCS Description
Codes
J1680 Injection, human fibrinogen concentrate, 100 mg

ICD-9-CM Description

Diagnosis
Codes
286.3 Congenital deficiency of other clotting factors
286.6 Defibrination syndrome
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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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