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FDA APPROVES EPCLUSA FOR TREATMENT 
OF CHRONIC HEPATITIS C VIRUS INFECTION
First Regimen to Treat all Six Major HCV Genotypes
The U.S. Food and Drug Administration approved 
Epclusa to treat adult patients with chronic hepatitis C 
virus (HCV) both with and without cirrhosis (advanced 
liver disease). For patients with moderate to severe 
cirrhosis (decompensated cirrhosis), Epclusa is 
approved for use in combination with the drug ribavirin. 
Epclusa is a fixed-dose combination tablet containing 
sofosbuvir, a drug approved in 2013, and velpatasvir, 
a new drug, and is the first to treat all six major forms 
of HCV.

“This approval offers a management and treatment 
option for a wider scope of patients with chronic 
hepatitis C,” said Edward Cox, M.D., director of the 
Office of Antimicrobial Products in the FDA’s Center 
for Drug Evaluation and Research.

Hepatitis C is a viral disease that causes 
inflammation of the liver that can lead to diminished 
liver function or liver failure. There are at least 
six distinct HCV genotypes, or strains, which are 
genetically distinct groups of the virus. Knowing the 
genotype helps inform treatment recommendations and 
the duration of treatment. Approximately 75 percent of 
Americans with HCV have genotype 1; 20-25 percent 
have genotypes 2 or 3; and a small numbers of patients 
are infected with genotypes 4, 5 or 6. According to 
the Centers for Disease Control and Prevention, HCV 
infection becomes chronic in approximately 75 to 85 
percent of cases. Patients who suffer from chronic HCV 
infection over many years may have complications, 
such as bleeding, jaundice (yellowish eyes or skin), 
fluid accumulation in the abdomen, infections, liver 
cancer and death.

The safety and efficacy of Epclusa for 12 weeks 
was evaluated in three Phase III clinical trials of 1,558 
subjects without cirrhosis or with compensated cirrhosis 
(mild cirrhosis). Results demonstrated that 95–99 
percent of patients who received Epclusa had no virus 
detected in the blood 12 weeks after finishing treatment, 
suggesting the patients’ infections had been cured. The 
safety and efficacy of Epclusa was also evaluated in 
a clinical trial of 267 subjects with decompensated 
cirrhosis (moderate to severe cirrhosis), of whom 87 
subjects received Epclusa in combination with ribavirin 
for 12 weeks, and 94 percent of these patients had no 
virus detected in the blood 12 weeks after finishing 
treatment.

The most common side effects of Epclusa include 
headache and fatigue. Epclusa and ribavirin combination 
regimens are contraindicated for patients for whom 
ribavirin is contraindicated.

Epclusa carries a warning for patients and health 
care providers that serious slowing of the heart rate 
(symptomatic bradycardia) and cases requiring 
pacemaker intervention have been reported when 
amiodarone is used with sofosbuvir in combination with 
another HCV direct-acting antiviral. Co-administration 
of amiodarone with Epclusa is not recommended. 
Epclusa also carries a warning not to use with certain 
drugs that may reduce the amount of Epclusa in the 
blood which could lead to reduced efficacy of Epclusa.

Epclusa was reviewed under the FDA’s priority 
review program, which provides for an expedited 
review of drugs that treat serious conditions and, if 
approved, would provide significant improvement in 
safety or effectiveness.

Epclusa is manufactured and marketed by Gilead 
Sciences, Inc., of Foster City, California.

The FDA, an agency within the U.S. Department 
of Health and Human Services, protects the public 
health by assuring the safety, effectiveness, security 
of human and veterinary drugs, vaccines and other 
biological products for human use, and medical 
devices. The agency is also responsible for the safety 
and security of our nation’s food supply, cosmetics, 
dietary supplements, products that give off electronic 
radiation and for regulating tobacco products.

For more information call:
1-888-INFO-FDA (1-888-463-6332)

FDA APPROVES OCALIVA FOR RARE, 
CHRONIC LIVER DISEASE
The U.S. Food and Drug Administration granted 
accelerated approval for Ocaliva (obeticholic acid) 
for the treatment of primary biliary cholangitis (PBC) 
in combination with ursodeoxycholic acid (UDCA) in 
adults with an inadequate response to UDCA, or as a 
single therapy in adults unable to tolerate UDCA.

PBC is a chronic, or long lasting, disease that causes 
the small bile ducts in the liver to become inflamed, 
damaged and ultimately destroyed. This causes bile to 
remain in the liver, which damages the liver cells over 
time, and results in cirrhosis, or scarring of the liver. As 
cirrhosis progresses, and the amount of scar tissue in 
the liver increases, the liver loses its ability to function.
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“Patients left untreated, or who have not responded 
to UDCA, are at risk for liver failure and death,” said 
Amy Egan, M.D., M.P.H., deputy director of the Office 
of Drug Evaluation III in the FDA’s Center for Drug 
Evaluation and Research. “Today’s approval of Ocaliva 
provides an important treatment option for patients 
living with PBC who have not responded to the only 
other approved therapy, UDCA. ”

Ocaliva, given orally, binds to the farnesoid X 
receptor (FXR), a receptor found in the nucleus of cells 
in the liver and intestine. FXR is a key regulator of bile 
acid metabolic pathways. Ocaliva increases bile flow 
from the liver and suppresses bile acid production in 
the liver, thus reducing the exposure of the liver to toxic 
levels of bile acids.

The FDA’s approval is based on a reduction in the 
level of the biomarker alkaline phosphatase (ALP), as 
a surrogate endpoint which, based on multiple levels 
of evidence (mechanistic, clinical trial, epidemiologic), 
could be relied upon to be reasonably likely to predict 
clinical benefit, including an improvement in transplant 
free-survival. The safety and efficacy of Ocaliva were 
demonstrated in a controlled clinical trial with 216 
participants. After twelve months, the proportion of 
participants achieving reductions in ALP levels was 
higher among Ocaliva-treated participants compared 
to placebo-treated participants.

The most common side effects of Ocaliva are severe 
itching of the skin (pruritus), fatigue, abdominal pain 
and discomfort, joint pain (arthralgia), pain in the 
middle part of the throat (oropharyngeal), dizziness 
and constipation. Ocaliva should not be used in patients 
with complete biliary obstruction.

There is one other approved treatment for PBC, 
UDCA, which was approved by the FDA in 1997. 
UDCA is effective in more than 50 percent of patients, 
but up to 40 percent of patients do not achieve an 
adequate reduction in blood chemistries (e.g., ALP 

and/or total bilirubin) with UDCA, while 5-10 percent 
are unable to tolerate UDCA.

The FDA granted Ocaliva fast track designation, 
a process designed to facilitate the development, and 
expedite the review of drugs that are intended to treat 
serious conditions and that demonstrate the potential to 
address an unmet medical need. The FDA also granted 
Ocaliva an orphan drug designation.Orphan drug 
designationprovides incentives such as tax credits, user 
fee waivers and eligibility for orphan drug exclusivity 
to assist and encourage the development of drugs for 
rare diseases.

 Ocaliva was approved under the agency’s 
accelerated approval program, which allows the 
approval of a drug to treat a serious or life-threatening 
disease based on clinical data showing the drug has 
an effect on a surrogate endpoint reasonably likely 
to predict clinical benefit to patients. This program 
provides earlier patient access to promising new drugs 
while the company conducts confirmatory clinical trials.

An improvement in survival, progression to 
cirrhosis, or other disease-related symptoms in patients 
being treated with Ocaliva has not yet been established, 
although a confirmatory trial is currently ongoing.

Ocaliva is manufactured by New York, New York-
based Intercept Pharmaceuticals, Inc.

The FDA, an agency within the U.S. Department 
of Health and Human Services, protects the public 
health by assuring the safety, effectiveness, and 
security of human and veterinary drugs, vaccines and 
other biological products for human use, and medical 
devices. The agency also is responsible for the safety 
and security of our nation’s food supply, cosmetics, 
dietary supplements, products that give off electronic 
radiation, and for regulating tobacco products.

For more information call:
1-888-INFO-FDA (1-888-463-6332)
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