
Enanta and Abbvie’s ABT-450 Likely to Receive FDA Approval 
 
By December 2014, the FDA will decide whether to approve ABT-450, an oral 
therapeutic against the Hepatitis C virus (HCV) that was co-developed by Enanta 
(ENTA) and Abbvie (ABBV). An estimated 3% of the population worldwide is affected 
by HCV (~170 million people) and, although the incidence of HCV has decreased during 
the past decade thanks to rigorous screening of donated blood and organs, there are still 3 
to 4 million new infections every year (1,2). If approved, ABT-450 will be used in 
combination with existing oral therapeutics from Abbvie to treat patients infected with 
HCV genotypes 1a and 1b.  Based on data from Phase III clinical trials (SAPPHIRE, 
PEARL, TURQUOISE), we believe that ABT-450 will be approved and that Enanta 
stocks will increase as a result.  
 
Background 
Enanta is a 40-employee pharmaceutical company based in Watertown, MA focused on 
the development of small-molecule inhibitors against HCV. The company’s lead 
candidate, ABT-450 is an acylsulfonamide that inhibits replication by binding HCV NS3-
4A, a serine protease required for self-cleavage during replication.   
 
The genomic variability of hepatitis C requires combination therapies that provide a 
multipronged attack for maximum efficacy (3). If approved, ABT-450 will be used in 
combination with Abbvie’s ombitasvir and dasabuvir to treat genotype 1b and with 
ombitasvir, dasabuvir and ribavirin to treat genotype 1a.  Ombitasvir and dasabuvir are 
oral inhibitors of the NS5A and NS5B polymerases while ribavirin is a guanosine analog 
that non-specifically terminates viral RNA synthesis.   
 
There is no vaccine for hepatitis C and until a few years ago available treatments were 
non-specific and brought severe side effects.  Weekly injections of pegylated interferon 
alpha and oral ribavirin have been the standard of care for the last decade (4). This 
combination therapy has historically achieved sustained virologic response, (which is 
defined as aviremia 24 weeks post therapy completion) in only 50 – 70% of treated 
patients (5). In addition, this combination therapy is also associated with a high toxicity 
profile that includes flu-like symptoms (fever, chills, nausea), gastro-intestinal irritation, 
and hematologic toxicities such as anemia and leukopenia. 
 
In 2011, the first direct-acting oral antivirals were introduced. Victrelis, from Merck, and 
Incivek, from Vertex-Johnson & Johnson, are also inhibitors of the viral NS3 protease 
but require concomitant use of injected peg-interferon and oral ribavirin to achieve a 75% 
sustained virologic response (4). At the end of 2013, the FDA approved Gilead’s Sovaldi, 
an RNA mimic that inhibits viral replication and that represents the first all-oral 
interferon-free regiment approved against HCV. Sovaldi is used in combination with 
ribavirin to treat genotypes 2 and 3, but is less effective against genotype 1 unless used 
with the protease inhibitor Olysio, from Johnson & Johnson.  On October 10, 2014, the 
FDA approved Gilead’s Harvoni, a combination of ledipasvir and sofosbuvir/Sovaldi.  
Harvoni represents the first once-daily oral therapeutic for genotype 1 and achieved 
sustained virologic response of 96% (6).  If approved, ABT-450 would compete with 



Harvoni as an all-oral regimen with a 97% response rate for genotype 1a and 99% for 
genotype 1b, and higher general response rate for patients with the IL28B non-CC 
genotype compared to the CC genotype.   
 
Clinical Trial Data 
Phase III clinical trial data for ABT-450 were published in the New England Journal of 
Medicine in April – May 2014 (7, 8, 9).  Additional trials are ongoing and results will be 
presented at the American Association for the study of liver diseases (AASLD) from Nov 
7-11 in Boston, MA. Phase III trials SAPPHIRE I AND II evaluated treatment-naïve and 
treatment-experienced patients with the combination of ABT-450, ombitasvir, dasabuvir, 
and ribavirin for 12 weeks (8).  Patients with HCV genotype 1a and 1b showed a 23.3% 
and 18% improvement in response rate compared to historical controls treated with the 
combination therapy Incivek-peg-interferon-ribavirin.  PEARL III and IV evaluated the 
ABT-450, ombitasvir, dasabuvir combination with and without ribavirin (9).  The 
PEARL phase III trials demonstrated that inclusion of ribavirin provides no additional 
benefit to patients with HCV genotype 1b, but does improve the response rate by almost 
7% in patients with genotype 1a.   
 
Adverse events in Phase III clinical trials included fatigue, headache, nausea, pruritus, 
insomnia, diarrhea, asthenia, and rash.  These adverse events were comparable to those 
observed in the Harvoni + ribavirin clinical trials.    
 
Summary 
ABT-450 offers a safe and effective treatment for patients infected with HCV genotype 
1a and 1b.  ABT-450 is most effective against HCV genotype 1b and in patients with the 
non-CC genotype for IL28B, providing a particularly strong competitive advantage over 
Harvoni in those patient subgroups. Based on these Phase III results, we believe that 
ABT-450 will be approved by the FDA by the end of 2014. 	
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