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CAUTIONARY NOTE REGARDING
FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains forward-looking statements, including, but not limited to, statements
regarding the progress, timing and results of our clinical trials, including our clinical trials for the treatment of
nonalcoholic steatohepatitis ( NASH ), the safety and efficacy of our approved product, Ocaliva (obeticholic acid or
OCA ) for primary biliary cholangitis ( PBC ), and our product development candidates, including OCA for NASH, the
timing and acceptance of our potential regulatory filings and potential approval of OCA for NASH or any other
indications in addition to PBC, the timing and potential commercial success of OCA and any other product candidates
we may develop and our strategy, future operations, future financial position, future revenue, projected costs, financial
guidance, prospects, plans, objectives of management and expected market growth.

These statements constitute forward-looking statements within the meaning of Section 27A of the Securities Act of

1933, as amended, and Section 21E of the Securities Exchange Act of 1934, as amended. The words anticipate,

believe, estimate, expect, intend, may, plan, predict, project, target, potential, will, would,
continue and similar expressions are intended to identify forward-looking statements, although not all forward-looking

statements contain these identifying words. Readers are cautioned not to place undue reliance on these

forward-looking statements, which speak only as of their dates, and we undertake no obligation to update any
forward-looking statement except as required by law. These forward-looking statements are based on estimates and
assumptions by our management that, although believed to be reasonable, are inherently uncertain and subject to a

number of risks.

The following represent some, but not necessarily all, of the factors that could cause actual results to differ materially
from historical results or those anticipated or predicted by our forward-looking statements:

our ability to successfully commercialize Ocaliva for PBC;

our ability to maintain our regulatory approval of Ocaliva for PBC in the United States, Europe, Canada, Israel,
Australia and other jurisdictions in which we have or may receive marketing authorization;
the initiation, timing, cost, conduct, progress and results of our research and development activities, preclinical studies
and clinical trials, including any issues, delays or failures in identifying patients, enrolling patients, treating patients,
meeting specific endpoints in the jurisdictions in which we intend to seek approval or completing and timely reporting
the results of our NASH or PBC clinical trials;
our ability to timely and cost-effectively file for and obtain regulatory approval of our product candidates, including
OCA for NASH, in the United States, Europe and our other target markets;
conditions that may be imposed by regulatory authorities on our marketing approvals for our products and product
candidates, such as the need for clinical outcomes data (and not just results based on achievement of a surrogate
endpoint), and any related restrictions, limitations and/or warnings contained in the label of any of our products or
product candidates;

any potential side effects associated with Ocaliva for PBC, OCA for NASH or our other product candidates

that could delay or prevent approval, require that an approved product be taken off the market, require the

inclusion of safety warnings or precautions or otherwise limit the sale of such product or product candidate;
our ability to establish and maintain relationships with, and the performance of, third-party manufacturers, contract
research organizations and other vendors upon whom we are substantially dependent for, among other things, the
manufacture and supply of our products, including Ocaliva for PBC and, if approved, OCA for NASH, and our
clinical trial activities;

CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS 6
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our ability to identify, develop and successfully commercialize our products and product candidates, including our
ability to timely and successfully launch OCA for NASH, if approved;
il
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our ability to obtain and maintain intellectual property protection for our products and product candidates, including
our ability to cost-effectively file, prosecute, defend and enforce any patent claims or other intellectual property
rights;
the size and growth of the markets for our products and product candidates and our ability to serve those markets;
the degree of market acceptance of Ocaliva for PBC and, if approved, OCA for NASH or our other product candidates
among physicians, patients and healthcare payors;
the availability of adequate coverage and reimbursement from governmental and private healthcare payors for our
products, including Ocaliva for PBC and, if approved, OCA for NASH, and our ability to obtain adequate pricing for
such products;
our ability to establish and maintain effective sales, marketing and distribution capabilities, either directly or through
collaborations with third parties;
competition from existing drugs or new drugs that become available;
our ability to prevent system failures, data breaches or violations of data protection laws;
costs and outcomes relating to any disputes, governmental inquiries or investigations, legal proceedings or litigation,
including any securities, intellectual property, employment, product liability or other litigation;
our collaborators election to pursue research, development and commercialization activities;
our ability to establish and maintain relationships with collaborators with development, regulatory and
commercialization expertise;
our need for and ability to generate or obtain additional financing;
our estimates regarding future expenses, revenues and capital requirements and the accuracy thereof;
our use of cash and short-term investments;
our ability to acquire, license and invest in businesses, technologies, product candidates and products;
our ability to attract and retain key personnel to manage our business effectively;
our ability to manage the growth of our operations, infrastructure, personnel, systems and controls;
our ability to obtain and maintain adequate insurance coverage;
the impact of general U.S. and foreign economic, industry, market, regulatory or political conditions, including the
potential impact of Brexit; and
the other risks and uncertainties identified under the captions Risk Factors, = Business and Management s Discussion
and Analysis of Financial Condition and Results of Operations and elsewhere in this Annual Report on Form 10-K
and in our other periodic filings filed with the U.S. Securities and Exchange Commission.

NOTE REGARDING TRADEMARKS

The Intercept Pharmaceuticals® name and logo and the Ocaliva® name and logo are either registered or unregistered
trademarks or trade names of the Company in the United States and/or other countries. All other trademarks, trade
names and service marks appearing in this Annual Report on Form 10-K are the property of their respective owners.
Solely for convenience, trademarks and trade names referred to in this Annual Report on Form 10-K may appear
without the® and ™ symbols, but those references are not intended to indicate, in any way, that we will not assert, to
the fullest extent under applicable law, our rights or that the applicable owner will not assert its rights to these
trademarks and trade names.

iii
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PART |

Item 1. Business

Overview

We are a biopharmaceutical company focused on the development and commercialization of novel therapeutics to
treat progressive non-viral liver diseases with high unmet medical need utilizing our proprietary bile acid chemistry.
Our first marketed product, Ocaliva® (obeticholic acid or OCA ), is an farnesoid X receptor ( FXR ) agonist approved
in the United States, the European Union and several other jurisdictions for the treatment of primary biliary
cholangitis ( PBC ) in combination with ursodeoxycholic acid ( UDCA ) in adults with an inadequate response to UDCA
or as monotherapy in adults unable to tolerate UDCA. In addition to commercializing OCA for PBC under the Ocaliva
brand name, we are currently developing OCA for multiple indications, including nonalcoholic steatohepatitis
( NASH ). We are also developing several other product candidates in various stages of clinical and preclinical
development. We believe that OCA and our other product candidates have the potential to treat orphan and other more
prevalent liver diseases such as NASH for which there are currently limited therapeutic options.

Ocaliva was approved for PBC by the U.S. Food and Drug Administration ( FDA ) in May 2016 under the accelerated
approval pathway. We commenced sales and marketing of Ocaliva in the United States shortly after receiving
approval, and Ocaliva is now available to U.S. patients primarily through a network of specialty pharmacy
distributors. Ocaliva received conditional approval for PBC from the European Commission in December 2016 and
we commenced our European commercial launch in January 2017. We have submitted dossiers and obtained, or are
otherwise pursuing, reimbursement from a number of national authorities in Europe. Since January 2017, Ocaliva has
also received regulatory approval in several of our target markets outside the United States and Europe, including
Canada, Israel and Australia, and we are pursuing marketing approval of Ocaliva for PBC in our other international
target markets. Ocaliva received orphan drug designation in both the United States and the European Union for the
treatment of PBC.

Our lead product candidate is OCA for the potential treatment of NASH. In February 2019, we announced topline
results from the planned 18-month interim analysis of our pivotal Phase 3 clinical trial of OCA in patients with liver
fibrosis due to NASH, known as the REGENERATE trial. In the primary efficacy analysis, once-daily OCA 25 mg

met the primary endpoint agreed with the FDA of fibrosis improvement by at least one stage with no worsening of
NASH at the planned 18-month interim analysis and adverse events were generally mild to moderate in severity and

the most common were consistent with the known profile of OCA. OCA also achieved the primary endpoint in a
Phase 2b clinical trial for the treatment of NASH completed in late July 2014, known as the FLINT trial, which was
sponsored by the U.S. National Institute of Diabetes and Digestive and Kidney Diseases ( NIDDK ), a part of the
National Institutes of Health. OCA has received breakthrough therapy designation from the FDA for the treatment of
NASH patients with liver fibrosis. We currently intend to file for approval of OCA for NASH in the United States and
Europe in the second half of 2019. We also continue to work towards expanding our overall NASH development
program with additional trials and studies, including our ongoing Phase 3 trial in NASH patients with compensated
cirrhosis, known as the REVERSE trial.

As part of our product development activities, we expect to continue to invest in evaluating the potential of OCA in
other progressive non-viral liver diseases beyond PBC and NASH. We also intend to study OCA in combination with
bezafibrate, a pan-peroxisome proliferator-activated receptor ( PPAR ) agonist, in patients with PBC and potentially
other liver diseases. In addition, we have a pipeline of additional compounds in early stages of research and
development.

PART | 9
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Liver Function, Bile Acids and Progressive Non-Viral Liver
Diseases

The liver performs many functions that are vital for maintaining health, including the regulation of bile acid
metabolism. Bile acids are natural detergent-like emulsifying agents that are released from the gallbladder into the
intestine when food is ingested, and are essential for the absorption of dietary cholesterol and other nutrients.
Cholesterol bound by bile acids is taken up by the liver, where the cholesterol is then converted into one of two
primary bile acids. The bile acids are then actively secreted into bile ducts, which eventually empty into the
gallbladder. This digestive cycle of bile flow from gallbladder to intestine to liver and back is called the enterohepatic
recirculation of bile.

Liver Function, Bile Acids and Progressive Non-Viral Liver Diseases 10
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In addition to facilitating nutrient absorption, bile acids act as important signals that help regulate multiple other
biological functions. They are also complex signaling molecules that integrate metabolic and immune pathways
involved in the healthy functioning of various tissues and organs. For example, the actions of bile acids in the liver,
intestine and kidney regulate repair mechanisms that modulate inflammation and fibrosis (scarring), which can lead to
progressive organ damage.

The biological effects of bile acids are mediated through dedicated receptors. The best understood receptor is FXR, a
nuclear receptor that regulates bile acid synthesis and clearance from the liver, thereby preventing excessive bile acid
build-up in the liver, which may be toxic. As such, FXR is a target for the treatment of several liver diseases such as
PBC that involve impaired bile flow, a condition called cholestasis. In cholestasis, the liver is typically exposed to
higher than normal levels of bile acids, which can cause significant damage over time. In addition, bile acid activation
of FXR induces anti-fibrotic, anti-inflammatory, anti-steatotic and other mechanisms that are necessary for the normal
regeneration of the liver. As a result, FXR is also a target for the treatment of more common liver diseases such as
NASH and alcoholic hepatitis. Further, based on the discovery of similar FXR-mediated protective mechanisms in
other organs exposed to bile acids, we believe that FXR may also be a potential target for the treatment of a number of
intestinal, kidney and other diseases.

OCA is a bile acid analog, a chemical substance that has a structure based on a naturally occurring human bile acid,
that selectively binds to and activates FXR. We believe that OCA has broad liver-protective properties and may
effectively counter a variety of chronic insults to the liver that cause fibrosis (scarring), which can eventually lead to
cirrhosis, liver transplant and death. Due to OCA s bile acid-like properties, it circulates enterohepatically and engages
FXR in both the liver and intestine. FXR engagement in the liver is believed to be critical to successfully treat
pathologic injury due to progressive underlying disease.

By virtue of our patent portfolio and the proprietary know-how of our employees and collaboration partners, we
believe that we hold a leading position in the fields of bile acid chemistry and therapeutics. Our research and
development efforts have resulted in a pipeline of bile acid analogs in addition to OCA and through our on-going
work with our collaboration partners such as Professor Roberto Pellicciari, Ph.D., one of our co-founders, and TES
Pharma S.r.1., we are continuing our research to rationally design compounds that bind selectively and potently to
FXR and other bile acid receptors.

Our Strategy

Our objective is to develop and commercialize novel therapeutics for the treatment of progressive non-viral liver
diseases with high unmet medical need. The key elements of our strategy are to:

Advance our leading NASH program. Based on the positive topline results from the 18-month analysis of our pivotal
Phase 3 REGENERATE trial in patients with liver fibrosis due to NASH, we currently intend to file for approval of
OCA for NASH in the United States and Europe in the second half of 2019 and will continue to prepare for the
potential commercialization of OCA for NASH, if approved. We also expect to continue REGENERATE through
clinical outcomes and to progress our Phase 3 REVERSE trial for NASH patients with compensated cirrhosis. We
may also conduct studies to explore the potential of OCA in combination therapy.

Grow our global PBC business. We intend to grow our global net sales of Ocaliva to eligible patients by increasing
Ocaliva s market access and penetration in the markets where Ocaliva has been approved, pursuing regulatory
approval for Ocaliva in our target markets where Ocaliva has not yet been approved and developing additional
innovative product candidates, such as OCA in combination with bezafibrate, for PBC.

Our Strategy 11
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Develop and expand our pipeline. We intend to continue to develop OCA and our other existing product candidates,
alone or in combination, for non-viral liver diseases in indications beyond NASH and PBC. In addition, we intend to
expand our portfolio of clinical and preclinical product candidates by leveraging our and our collaborators expertise in

bile acid chemistry and opportunistically pursuing business development transactions.
2
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Expand and protect our intellectual property. We intend to expand and aggressively prosecute our intellectual
property in the area of bile acid chemistry and therapeutics with the objective of maintaining a defensible and valuable
intellectual property portfolio.

History and Development of the Company

In September 2002, we were incorporated in Delaware and shortly thereafter began operations in New York. In
October 2012, following several rounds of private funding, we completed our initial public offering (the IPO ) and
received net proceeds of approximately $78.7 million therefrom. We used the proceeds from our IPO to fund, among
other things, preclinical and clinical development activities, including our Phase 3 POISE trial studying OCA for PBC
and work performed in anticipation of our submission of regulatory filings for the approval of OCA for PBC. In
addition, between June 2013 and April 2015, we completed four registered public offerings of our common stock and
received aggregate net proceeds of approximately $803.4 million therefrom.

In March 2014, we announced the results of our Phase 3 POISE trial of OCA for PBC. In November 2014, results
from the FLINT Phase 2b clinical trial of OCA for NASH were published in The Lancet. Both of these trials met their
primary endpoints.

In June 2015, we completed submission of a New Drug Application ( NDA ) to the FDA for accelerated approval of
OCA for PBC and a Marketing Authorization Application ( MAA ) to the European Medicines Agency ( EMA ) for
conditional approval of OCA for PBC. In September 2015, we announced the initiation of our Phase 3
REGENERATE trial of OCA in patients with liver fibrosis due to NASH.

In May 2016, Ocaliva was approved for PBC by the FDA. We commenced sales and marketing of Ocaliva in the
United States shortly after receiving approval. In July 2016, we issued and sold $460.0 million aggregate principal
amount of 3.25% Convertible Senior Notes due 2023 (the Convertible Notes ) in a registered public offering and
received net proceeds of approximately $447.6 million therefrom. In December 2016, Ocaliva received conditional
approval for PBC from the European Commission.

In January 2017, we commenced our European launch of Ocaliva for PBC. Since January 2017, Ocaliva has also
received regulatory approval in several of our target markets outside the United States and Europe, including Canada,
Israel and Australia, and we are pursuing marketing approval of Ocaliva for PBC in our other international target
markets. In July 2017, we announced positive results from our Phase 2 CONTROL trial, the goal of which was to
characterize the lipid metabolic effects of OCA and cholesterol management effects of concomitant statin
administration in NASH patients, as well as positive topline results from our Phase 2 AESOP trial of OCA for primary

sclerosing cholangitis ( PSC ).

In February 2018, we announced our Phase 3 REVERSE trial of OCA for NASH patients with compensated cirrhosis.
In April 2018, we issued and sold an aggregate of approximately 4.3 million shares of common stock in a registered
public offering and a concurrent private placement (the Concurrent Private Placement ) exempt from the registration
requirements of the Securities Act of 1933, as amended, and received net proceeds of approximately $261.4 million
therefrom. In December 2018, we entered into an agreement (the Aralez Agreement ) with Aralez Pharmaceuticals
Canada Inc. ( Aralez ), pursuant to which we acquired (i) Aralez s license to develop and commercialize bezafibrate in
the United States, (ii) Aralez s investigational new drug application ( IND ) on file with the FDA and other associated
regulatory documentation and (iii) a non-exclusive license to certain of Aralez s intellectual property. We intend to
evaluate the efficacy, safety and tolerability of bezafibrate in combination with OCA in patients with PBC in a Phase
2 study, with the longer-term goal of developing and seeking regulatory approval for a fixed dose combination
regimen in this indication and potentially other liver diseases.

History and Development of the Company 13
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In February 2019, we announced topline results from our pivotal Phase 3 REGENERATE trial in patients with liver
fibrosis due to NASH. In the primary efficacy analysis, once-daily OCA 25 mg met the primary endpoint agreed with
the FDA of fibrosis improvement by at least one stage with no worsening of NASH at the planned 18-month analysis
and adverse events were generally mild to moderate in severity and the most common were consistent with the known

profile of OCA.

For information regarding our financial condition and results of operations, including our revenues, net loss and total
assets, see our audited consolidated financial statements and accompanying notes and

History and Development of the Company
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Management s Discussion and Analysis of Financial Condition and Results of Operations included elsewhere in this
Annual Report on Form 10-K.

Our First Approved Product

Ocaliva

Ocaliva was approved for PBC by the FDA in May 2016 under the accelerated approval pathway. We commenced
sales and marketing of Ocaliva in the United States shortly after receiving approval, and Ocaliva is now available to
U.S. patients primarily through a network of specialty pharmacy distributors. Ocaliva received conditional approval
for PBC from the European Commission in December 2016 and we commenced our European commercial launch in
January 2017. We have submitted dossiers and obtained, or are otherwise pursuing, reimbursement from a number of

national authorities in Europe. Since January 2017, Ocaliva has also received regulatory approval in several of our

target markets outside the United States and Europe, including Canada, Israel and Australia, and we are pursuing
marketing approval of Ocaliva for PBC in our other international target markets. Ocaliva received orphan drug
designation in both the United States and the European Union for the treatment of PBC.

Overview of PBC

PBC is a rare liver disease that primarily results from autoimmune destruction of the bile ducts that transport bile acids
out of the liver, resulting in cholestasis. The build-up of bile acids in the liver damages liver cells. These damaged
liver cells, in turn, release abnormal amounts of serum alkaline phosphatase ( ALP ), a liver enzyme that is a key
biomarker of the disease pathology. As shown in numerous clinical trials of treatment with UDCA (available
generically as ursodiol), a positive therapeutic response is primarily determined by sustained reduction of ALP levels,
along with maintenance of normal bilirubin levels, indicating adequately compensated liver function. This
biochemical improvement has been shown to correlate well with improved clinical outcomes such as transplant-free
survival. As the disease progresses, it causes progressive liver damage marked by chronic inflammation and fibrosis.
Despite its rarity, PBC is the most common cholestatic liver disease and is the second leading indication for liver
transplant among women in the United States. Disease progression in PBC varies significantly, with median survival
in untreated patients of 7.5 years if symptomatic at diagnosis and up to 16 years if asymptomatic at diagnosis. PBC
patients whose disease is progressing have persistently elevated levels of ALP and other liver enzymes, with abnormal
bilirubin levels heralding more advanced disease. Data from published long-term studies demonstrate that a significant
portion of such patients with advancing disease progress to liver failure, transplant or death within five to ten years.

According to our analysis of 2016 industry data, there are approximately 290,000 people with PBC in the United
States, certain European countries, Canada, Australia and New Zealand. An estimated 90% of PBC patients are
women, with approximately one in 1,000 women over the age of 40 afflicted by the disease. The mean age of
diagnosis is about 40 years and the typical initial presentation occurs between the ages of 30 and 65 years. A majority
of PBC patients are asymptomatic at the time of initial diagnosis, but most develop symptoms over time. Fatigue and
pruritus are the most common symptoms in PBC patients. Less common symptoms include dry eyes and mouth, as
well as jaundice, which can be seen in more advanced disease. Based on the guidelines of the American Association
for the Study of Liver Disease and the European Association for the Study of the Liver, the clinical diagnosis of PBC
is established based on the presence of (i) a positive antimitochondrial antibody ( AMA ), a marker of this autoimmune
disease seen in up to 95% of PBC patients and (ii) elevated serum levels of ALP. In the earlier stages of PBC, ALP is
often the only abnormally elevated liver enzyme, rising to between two to ten times higher than normal values.
Bilirubin is a marker of liver function and is also monitored in PBC to provide an indication of how well the liver is

Our First Approved Product 15



Edgar Filing: INTERCEPT PHARMACEUTICALS, INC. - Form 10-K

functioning. Liver biopsy can be used to confirm the diagnosis of PBC, but is not required and is becoming
less-frequently performed.

A number of published clinical studies have demonstrated that lower levels of ALP, both independently or in
conjunction with normal bilirubin levels, correlate with a significant reduction in adverse clinical outcomes such as
liver transplant and/or death in PBC patients. These studies include the result of meta-analyses of PBC clinical
outcomes data of more than 6,000 PBC patients from 15 academic centers in
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eight countries that have been compiled by the Global PBC Study Group, which we sponsored, as well as a dataset of
over 6,000 PBC patients across the United Kingdom compiled by the UK PBC Group.

Prior to Ocaliva, the only approved drug indicated for the treatment of PBC was UDCA, which is widely considered
the standard first-line therapy for PBC patients. In patients for whom UDCA is effective, the treatment slows the
progression of PBC, reducing the likelihood of liver failure and the need for transplant.

Phase 3 POISE Trial

Ocaliva s accelerated approval in the United States and conditional approval in the European Union was supported by
the results of our Phase 3 POISE trial, which was completed in March 2014. The data from the POISE trial showed
that Ocaliva, at both a once-daily 10 mg dose and a once-daily 5 mg dose titrated to 10 mg, met the trial s primary
endpoint of achieving a reduction in ALP to below a threshold of 1.67 times the upper limit of normal ( ULN ), with a
minimum of a 15% reduction in ALP level from baseline, and a normal bilirubin level after 12 months of therapy. The
percentage of patients meeting the POISE trial s primary endpoint was 10% in the placebo group, 47% in the 10 mg
Ocaliva group and 46% in the Ocaliva titration group (both dose groups p < 0.0001 as compared to placebo) in an
intent-to-treat analysis. The placebo group experienced a mean decrease in ALP from baseline of 5%, compared to a
mean decrease of 39% in the 10 mg Ocaliva dose group and 33% in the Ocaliva titration group (both dose groups p <
0.0001 as compared to placebo). Pruritus, generally mild to moderate, was the most frequently reported adverse event
associated with Ocaliva treatment and was observed in 38% of patients on placebo, 70% of patients in the 10 mg
Ocaliva group and 56% of patients in the Ocaliva titration group. Eight patients discontinued due to pruritus, of whom
none were in the placebo group, seven (10%) were in the 10 mg Ocaliva group and one (1%) was in the Ocaliva
titration group. Decreases in high density lipoprotein ( HDL ) cholesterol were also observed during treatment.
Following the completion of the double-blind portion of the POISE trial described above, patients were given the
option to enroll in an open-label long-term safety and efficacy extension trial.

Ongoing Confirmatory Clinical Outcomes Trial and Other Post Marketing Requirements

In connection with Ocaliva s accelerated approval in the United States and conditional approval in the European
Union, we committed to conduct a Phase 4 confirmatory outcomes trial of Ocaliva, known as the COBALT trial, and
other clinical trials to satisfy post-marketing regulatory requirements. We have agreed to evaluate the safety and
efficacy of Ocaliva in patients with moderate to severe hepatic impairment and as a monotherapy in patients with
PBC. In addition, we have agreed to develop and characterize a lower dose formulation of Ocaliva to allow for once
daily dosing in patients with moderate or advanced hepatic impairment. Continued approval of Ocaliva for PBC in the
United States, the European Union and other jurisdictions may be contingent upon the verification and description of
clinical benefit in confirmatory trials.

The goal of the COBALT trial is to confirm that reduction of ALP with OCA treatment is associated with a
longer-term benefit on liver-related clinical outcomes. This trial is currently enrolling patients and is expected to be
completed on a post-marketing basis. COBALT is designed to assess the effect of a once-daily dose of 5 mg or 10 mg
of Ocaliva in approximately 430 PBC patients with an inadequate therapeutic response to UDCA or who are unable to
tolerate UDCA. In this trial, eligible patients with PBC continue their UDCA treatment, except for those patients
unable to tolerate UDCA, and are being randomized into one of two treatment arms of approximately 215 patients
each. Patients are randomized to receive either (i) placebo or (ii) Ocaliva starting at 5 mg and increasing over the
course of the trial to 10 mg of Ocaliva based on tolerability. Dosing frequency will be determined by disease stage.
The primary endpoint of the trial is based on clinical outcomes as measured by time to first occurrence of any of the
following adjudicated events: death (all-cause), liver transplant, Model of End Stage Liver Disease ( MELD ) score

greater than 15, hospitalization due to variceal bleeding, encephalopathy or spontaneous bacterial peritonitis,
Phase 3 POISE Trial
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uncontrolled ascites or hepatocellular carcinoma. The study evaluates subjects across the spectrum of PBC disease,
including early and advanced PBC.

Ocaliva Label Update

In the course of our post-marketing pharmacovigilance activities, deaths have been reported in PBC patients with
moderate or severe hepatic impairment. In an analysis performed by us and in consultation with the FDA, we
concluded that certain of these patients were prescribed once daily doses of Ocaliva, which is seven times higher than
the recommended weekly dose in such patients. As a result, in September 2017, we
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issued a Dear Health Care Provider ( DHCP ) letter, and the FDA also subsequently issued its own drug safety
communication to reinforce recommended label dosing. Both communications remind healthcare providers of the
importance of the recommended reduced dosing of Ocaliva in PBC patients with moderate or severe hepatic
impairment, while reiterating the importance of monitoring PBC patients for progression of their disease and the
occurrence of liver-related adverse reactions. In addition to the DHCP letter, we took actions to enhance education
about appropriate use of Ocaliva. These initiatives included: reeducating physicians on the label, with a focus on
ensuring appropriate dosing for patients with moderate or severe hepatic impairment; enhancing monitoring of
patients for liver-related adverse reactions; and adjudicating reported cases of serious liver injury, including in patients
with no or mild hepatic impairment.

In February 2018, we announced that the Ocaliva label in the United States had been updated by the FDA to include a
boxed warning and a dosing table that reinforced the then-existing dosing schedule for patients with Child-Pugh Class
B or C or decompensated cirrhosis. In addition, the FDA issued an updated drug safety communication to accompany
the revised label. We remain focused on the safety of all of the patients using Ocaliva within and outside of our
ongoing clinical studies and have engaged with relevant regulatory authorities to ensure that the Ocaliva label
sufficiently reinforces the importance of appropriate dosing in patients with advanced cirrhosis.

Our Product Candidates

The following summarizes the current status and the anticipated next steps in our development plans for our product
candidates. We continually evaluate each product candidate in an effort to efficiently allocate research and
development dollars to projects we deem to be in our best interests based on, among other factors, the product
candidate s performance in pre-clinical and/or clinical studies, our expectations regarding the potential future
regulatory approval of the product candidate and our view of the potential commercial viability of the product
candidate in light of market conditions.

OCA for NASH

Our lead product candidate is OCA for the potential treatment of NASH. In February 2019, we announced topline
results from our pivotal Phase 3 clinical trial of OCA in patients with liver fibrosis due to NASH, known as the
REGENERATE trial. In the primary efficacy analysis, once-daily OCA 25 mg met the primary endpoint agreed with
the FDA of fibrosis improvement by at least one stage with no worsening of NASH at the planned 18-month interim
analysis and adverse events were generally mild to moderate in severity and the most common were consistent with
the known profile of OCA. OCA has received breakthrough therapy designation from the FDA for the treatment of
NASH patients with liver fibrosis. We currently intend to file for approval of OCA for NASH in the United States and
Europe in the second half of 2019. We also are conducting a Phase 3 trial in NASH patients with compensated
cirrhosis, known as the REVERSE trial.

Overview of NASH

NASH is a serious progressive liver disease caused by excessive fat accumulation in the liver (steatosis) that induces
chronic inflammation, resulting in progressive fibrosis (scarring) that can lead to cirrhosis, eventual liver failure,
cancer and death. More than 20% of patients with NASH progress to cirrhosis within a decade of diagnosis and,
compared to the general population, have a ten-fold greater risk of liver-related mortality. The proportion of liver

transplants attributable to NASH has increased rapidly in recent years and as early as 2020 the disease is projected to

become the leading cause of liver transplants in the United States. Additionally, NASH is now considered to be a
leading, and a rapidly increasing, cause of hepatocellular carcinoma (primary liver cancer), of which up to 40% of
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cases in NASH patients develop prior to developing cirrhosis.

Although difficult to precisely estimate, current epidemiology research estimates that the global prevalence of NASH
is approximately 3 5% and is expected to increase markedly by 2030. Fibrosis is the most robust predictor of
long-term overall mortality, liver transplantation and liver-related events in patients with NASH and advanced fibrosis
is associated with a substantially higher risk of liver-related morbidity and mortality in patients with NASH. We
believe that a majority of NASH patients diagnosed and under treater care have fibrosis of stage 2 or greater. Although
the prevalence of NASH is lower in children, it has also
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become a serious disease burden in the pediatric population. Other common co-existing conditions such as obesity and
type 2 diabetes, which are present in a majority of NASH patients, raise important risks. NASH has been linked in
both developed and developing countries to the adoption of a Western diet, with increased consumption of processed
foods containing polyunsaturated fatty acids and fructose.

Currently, a definitive diagnosis of NASH requires a histologic assessment of a liver biopsy for several key features
associated with NASH, including, but not limited to, steatosis, lobular inflammation and hepatocyte ballooning.
However, we believe that the majority of NASH patients under treater care have been diagnosed and found specialist
care without a liver biopsy. Several imaging and circulating biomarkers are being investigated as non-invasive
diagnostic methods, including transient elastography (an ultrasound technology approved in the United States and
Europe for the measurement of liver fibrosis), magnetic resonance imaging and serum biomarkers. NASH diagnosis
rates in the United States and the EUS countries are very low, owing to a lack of approved treatment options and a
lack of validated non-invasive diagnosis options. We believe the availability of novel therapeutics and non-invasive
technologies will be instrumental in improving diagnosis rates.

There are currently no medications approved for the treatment of NASH. However, various therapeutics are used
off-label, such as vitamin E (an antioxidant), insulin sensitizers (e.g., metformin, pioglitazone), antihyperlipidemic
agents (e.g., gemfibrozil), pentoxifylline and UDCA. Lifestyle changes, including modification of diet and exercise to
reduce body weight, as well as treatment of concomitant diabetes and dyslipidemia, are commonly accepted as the
standard of care, but have not conclusively been shown to prevent disease progression. Although some of the off-label
treatments described above have been studied as possible treatments for NASH, none has been approved by the FDA
or EMA as a treatment for this disease. Currently, treatment options for NASH patients with advanced cirrhosis are
limited. Although liver transplant can be life-saving, many patients fail to receive a donor organ in time, and for those
who do, there are very significant clinical risks, such as infection and organ rejection, as well as significant costs. In
addition, the post-transplant recurrence rate of NASH has been shown to be as high as 25% at 18 months. Given the
lack of available treatment options, we believe that there is a significant unmet need for novel therapies for NASH,
particularly in those patients with advanced fibrosis and cirrhosis and those with a high risk of disease progression due
to other co-morbidities such as type 2 diabetes.

FXR activation has been shown to play a key role in the regulation of the metabolic pathways relevant to NASH,
highlighting FXR as a potential drug target for treatment of the disease. Given the significant unmet medical need of
patients with NASH, we believe that the ability of OCA to potently activate FXR has the potential to convey clinical

benefit by improving key histologic parameters of the disease. This is supported by preclinical and clinical results

obtained to date, and further investigated in our ongoing clinical trial program.

Phase 3 REGENERATE Trial

We are currently conducting a pivotal Phase 3 clinical trial of OCA in patients with liver fibrosis due to NASH,
known as the REGENERATE trial. REGENERATE is a randomized, double-blind, placebo-controlled, multicenter
study assessing the safety and efficacy of OCA on liver-related clinical outcomes in patients with liver fibrosis due to
NASH. Patients with biopsy proven NASH with fibrosis are randomized 1:1:1 to receive placebo, OCA 10 mg or
OCA 25 mg once daily.

An 18-month analysis was conducted to assess the effect of OCA in liver histology comparing month 18 biopsy with
baseline. Patients without a repeat biopsy due to study discontinuation or other reason were treated as non-responders
in the primary efficacy analysis and full efficacy analysis (each as described below). REGENERATE is targeted to
enroll more than 2,000 adult NASH patients with stage 2 and 3 fibrosis across 339 qualified centers worldwide. A
smaller exploratory cohort of 287 patients with stage 1 liver fibrosis and at least one accompanying comorbidity
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(specified as diabetes, obesity or alanine transaminase ( ALT ) greater than 1.5 times ULN) were also enrolled in
REGENERATE, but were not included in the primary efficacy analysis. As described below, these patients were
included in the full efficacy analysis and safety analysis. REGENERATE is planned to continue through clinical
outcomes in order to confirm clinical benefit. The end-of-study analysis will evaluate the effect of OCA on mortality
and liver-related clinical outcomes, as well as its long-term safety.
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In February 2019, we announced topline results from the REGENERATE trial. In the primary efficacy analysis,
once-daily OCA 25 mg met, with statistical significance, the primary endpoint agreed with the FDA of fibrosis
improvement by at least one stage with no worsening of NASH (defined as no worsening of hepatocellular ballooning,
no worsening of lobular inflammation and no worsening of steatosis) at the planned 18-month analysis and adverse
events were generally mild to moderate in severity and the most common were consistent with the known profile of
OCA. Although a numerically greater proportion of patients in both OCA treatment arms compared to placebo
achieved the primary endpoint of NASH resolution with no worsening of liver fibrosis in the primary efficacy
analysis, this result did not reach statistical significance. NASH resolution is defined as the overall histopathologic
interpretation of (i) no fatty liver disease or (ii) fatty liver disease (simple or isolated steatosis) without steatohepatitis
AND a nonalcoholic fatty liver disease ( NAFLD ) activity score ( NAS ) of O for ballooning and 0-1 for inflammation.

As agreed with the FDA, in order for the primary objective to be met, the study was required to achieve one of the two
primary endpoints.

The primary efficacy analysis (Intent-to-Treat or ITT ) assessed efficacy at 18 months in 931 patients with stage 2 or 3
liver fibrosis due to NASH. Overall study discontinuations in the primary efficacy analysis population were balanced
across treatment arms: 16% in placebo, 17% in OCA 10 mg and 15% in OCA 25 mg. An additional pre-specified full
efficacy analysis at 18 months added an exploratory cohort of 287 NASH patients with stage 1 liver fibrosis and
additional risk factors who were at increased risk of progression to cirrhosis (N = 1,218).

Set forth below is a summary of the 18-month primary efficacy analysis and additional full efficacy analysis from the
REGENERATE trial.

Fibrosis Improvement at Month 18

Primary Efficacy Analysis
. . . Placebo |OCA 10 mg [OCA 25 mg
(.ITT populatlon. NASH with stage 2 and 3 liver n=311 ln=312 =308
fibrosis)
17.6% 23.1%
. . . S . . o
Fibrosis improvement (= 1 stage) with no worsening of NASH*11.9% p=0.0446 |p = 0.0002%*
Additional Full Efficacy Analysis Placebo [OCA 10 mg [OCA 25 mg
(ITT population plus stage 1 liver fibrosis patients) n =407 [n=407 n =404
15.7% 21.0%
. . S : . «
Fibrosis improvement (= 1 stage) with no worsening of NASH 10.6% p=0.0286 |p<0.0001

*k

worsening of steatosis.

Defined as no worsening of hepatocellular ballooning, no worsening of lobular inflammation and no

sk

Statistically significant in accordance with the statistical analysis plan agreed with the FDA.

NASH Resolution at Month 18

Primary Efficacy Analysis
(ITT population: NASH with stage 2 and 3 liver
fibrosis)

Placebo
n=311

OCA 10 mg
n=2312

OCA 25 mg
n =308

Fibrosis Improvement at Month 18
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. . . . . 11.2% 11.7%
NASH resolution with no worsening of liver fibrosis stage 8.0% p=0.1814 |p=0.1268
Additional Full Efficacy Analysis Placebo [OCA 10 mg [OCA 25 mg
(ITT population plus stage 1 liver fibrosis patients) n =407 [n=407 n =404

. . . . . . 11.3% 14.9%
NASH resolution with no worsening of liver fibrosis stage 7.9% p=0.0903 |p=0.0013

inflammation.

Defined as the overall histopathologic interpretation of (i) no fatty liver disease or (ii) fatty liver disease
(simple or isolated steatosis) without steatohepatitis AND a NAS of 0 for ballooning and 0-1 for

The safety population

received at least one dose of investigational product (OCA or placebo).

in the planned 18-month analysis of REGENERATE included 1,968 randomized patients who

Adverse events were generally mild to moderate in severity and the most common were consistent with the known
profile of OCA. The frequency of serious adverse events was similar across treatment arms (11% in placebo, 11% in
OCA 10 mg and 14% in OCA 25 mg) and no serious adverse event occurred in >1% of

NASH Resolution at Month 18
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patients in any treatment arm. There were 3 deaths in the study (2 in placebo: bone cancer and cardiac arrest, 1 in
OCA 25 mg: glioblastoma) and none were considered related to treatment.

The most common adverse event reported was dose-related pruritus (19% in placebo, 28% in OCA 10 mg and 51% in
OCA 25 mg). The large majority of pruritus events were mild to moderate, with severe pruritus occurring in a small
number of patients (< 1% in placebo, < 1% in OCA 10 mg and 5% in OCA 25 mg). A higher incidence of pruritus
associated treatment discontinuation was observed for OCA 25 mg (< 1% in placebo, < 1% in OCA 10 mg and 9% in
OCA 25 mg). According to the clinical study protocol, investigator assessed severe pruritus mandated treatment

discontinuation.

Consistent with observations from previous NASH studies, OCA treatment was associated with an increase in low
density lipoprotein ( LDL ) cholesterol, with a peak increase of 22.6 mg/dL at four weeks and subsequently reversing
and approaching baseline at month 18 (4.0 mg/dL increase from baseline). Triglycerides rapidly and continually
decreased in the OCA treatment arms through month 18. There were few and varied serious cardiovascular events and
incidence was balanced across the three treatment arms (2% in placebo, 1% in OCA 10 mg and 2% in OCA 25 mg).

With respect to hepatobiliary events, more patients (3%) on OCA 25 mg experienced gallstones or cholecystitis
compared to < 1% on placebo and 1% on OCA 10 mg. While numerically higher in the OCA 25 mg treatment arm,
serious hepatic adverse events were uncommon with < 1% incidence in each of the three treatment arms.

Phase 3 REVERSE Trial

We are currently conducting a Phase 3 clinical trial in NASH patients with compensated cirrhosis, known as the

REVERSE trial. REVERSE is a randomized, double-blind, placebo-controlled, multicenter trial evaluating the safety
and efficacy of OCA in histological improvement in fibrosis with no worsening of NASH in NASH patients with

compensated cirrhosis. REVERSE is targeted to enroll approximately 540 patients with a biopsy-confirmed diagnosis
of cirrhosis due to NASH.

The primary endpoint for REVERSE is the percentage of subjects with histological improvement in fibrosis by at least
one stage with no worsening of NASH using the NASH Clinical Research Network scoring system after 12 months of
treatment. Patients are randomized 1:1:1 into one of three treatment arms receiving a once-daily dose of placebo, OCA
10 mg or OCA 10 mg for the first three months with titration in accordance with the study protocol up to OCA 25 mg
for the remaining nine months. Patients who successfully complete the double-blind phase of REVERSE will be
eligible to enroll in an open-label extension phase for up to 12 additional months.

Phase 2 CONTROL Trial

In December 2015, we initiated a Phase 2 clinical trial, known as the CONTROL trial, to characterize the lipid
metabolic effects of OCA and cholesterol management effects of concomitant statin administration in NASH patients.
CONTROL enrolled approximately 80 NASH patients who were naive to statin therapy or had undergone a statin
washout period. Statin-naive or washout patients were randomized to receive one of three doses of OCA (5 mg, 10 mg
or 25 mg) or placebo. The study included a 16-week double-blind phase followed by an optional long-term safety

extension ( LTSE ).

In July 2017, we announced that CONTROL met its primary objective by showing that newly initiated treatment with
atorvastatin rapidly reversed OCA-associated increases in LDL cholesterol to below baseline levels. Most of the effect
was observed four weeks after initiation of the lowest available dose of atorvastatin and was sustained throughout the

study period. OCA treatment in the absence of statin therapy over the first four weeks resulted in an increase in LDL
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cholesterol across all OCA treatment groups, while the placebo group was relatively unchanged. Treatment with
atorvastatin beginning at week four and continuing through week 16 reversed OCA-related increases in LDL
cholesterol to below baseline levels in all OCA treatment groups. Dose-dependent pruritus was the most common
adverse event in patients treated with OCA, occurring in 5% of patients on placebo, 5% of patients in the OCA 5 mg
group, 10% of patients in the OCA 10 mg group and 55% of patients in the OCA 25 mg group. All adverse events
were mild to moderate and two patients discontinued treatment in the OCA 25 mg group due to pruritus. Over 95% of
the patients completing
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the double-blind phase of CONTROL enrolled in the LTSE phase of the trial. During the LTSE phase of CONTROL,
there was one patient death, which the principal investigator determined was unlikely related to OCA.

Phase 2 Sumitomo Dainippon Trial

In October 2015, we announced the results of a 72-week Phase 2 dose ranging trial of OCA in 200 adult patients with
NASH in Japan. The trial was conducted by our collaborator, Sumitomo Dainippon Pharma Co., Ltd. ( Sumitomo
Dainippon ). In this trial, 202 Japanese biopsy-proven NASH patients (NAS of 5-8) were randomized into one of four
arms to receive either a 10 mg, 20 mg or 40 mg dose of OCA or placebo, and 200 of these patients (50 per group)
initiated treatment for a 72-week double-blind treatment phase, followed by a 24-week off treatment phase. The
primary endpoint was histologic improvement defined as at least a two-point improvement in NAS with no worsening
of fibrosis.

The primary efficacy analysis was conducted on an ITT basis, testing the dose dependent effects of once daily OCA
(10 mg, 20 mg and 40 mg) versus placebo on the primary endpoint. The ITT analysis included all randomized patients
who received treatment (50 per group), and patients who discontinued or did not have a repeat biopsy were treated as

non-responders. A pre-specified completer analysis was conducted on the patients who had biopsies at both baseline

and 72 weeks (45, 44, 44 and 37 patients in the placebo, OCA 10 mg, OCA 20 mg and OCA 40 mg groups,
respectively).

The Sumitomo Dainippon trial did not meet statistical significance for the primary endpoint. The ITT results in the
table below show a dose dependent increase in the percentage of OCA-treated patients compared to placebo who
achieved the primary endpoint (p = 0.053). Dose-dependent trends not reaching statistical significance were observed
for several other pre-specified histologic endpoints, including the percentage of patients with steatosis and
inflammation improvement, ballooning resolution and NASH resolution. No difference was seen in fibrosis
improvement in the OCA groups compared to placebo.

Placebo OCA 10mg OCA20mg OCA 40 mg
N =50 N =50 N =50 N =50

11 (22)% 14 (28)% 19 (38)%
10 20)% p=0.8070%* p=0.3378*%* p=0.0496**

ITT Results

NAS 1mpr9vemegt 2 2‘ points with p = 0.053*
no worsening of fibrosis
. Primary efficacy analysis is a stratified Cochran-Armitage test with multiple contrast coefficients. Statistical
significance is based on a p-value < 0.05.
. L e secondary efficacy analysis is a Cochran-Mantel-Haenszel ( CMH ) test stratified by baseline fibrosis stage for
Pairwise comparison of each OCA group compared to the placebo group. The multiplicity was not adjusted.
In the completer analysis, similar dose dependent effects were observed, with 51% of patients in the OCA 40 mg dose
group compared to 22% in the placebo group meeting the primary endpoint (p = 0.0061).

With the exception of dose dependent pruritus, OCA appeared to be generally safe and well tolerated. The number of
pruritus associated discontinuations were 0, 0, 2 and 5 patients in the placebo, OCA 10 mg, OCA 20 mg and OCA 40
mg groups, respectively. Changes in lipid parameters, including LDL cholesterol, HDL cholesterol and triglycerides,
appeared to be consistent with previously reported lipid changes in Western NASH patients. No other meaningful
differences in the rate of adverse events between the OCA and placebo groups were noted.
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In November 2014, the results from a Phase 2b clinical trial for the treatment of NASH, known as the FLINT trial,
which was sponsored by the NIDDK, a part of the National Institutes of Health, were published in The Lancet. The
FLINT trial was a double-blind, placebo-controlled trial of a once-daily dose of OCA 25 mg or placebo given for 72
weeks in 283 patients with biopsy-proven NASH. OCA achieved the primary endpoint in the FLINT trial, which was
defined as an improvement of two or more points in NAS with no worsening of liver fibrosis.

10
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The percentage of patients meeting the primary histological endpoint, based on liver biopsies, in the FLINT trial was
45% in the OCA treatment group and 21% in the placebo group (p = 0.0002, n = 219). The mean pre-treatment
baseline NAS for patients in the OCA treatment group was 5.3 of a total possible score of eight (comprised of a NAS
of 0-2 for hepatocellular ballooning, 0-3 for lobular inflammation and 0-3 for steatosis). Subgroup analyses showed
significant response rates in the OCA treatment group in patients with risk factors for disease progression, including
baseline fibrosis stage, co-morbid type 2 diabetes mellitus, ALT, insulin resistance and severe obesity (each factor p <
0.05 for OCA compared to placebo based on 95% confidence interval of published odds ratios).

A significantly greater number of OCA-treated patients also achieved the secondary endpoint of improvement of at
least one fibrosis stage (35% versus 19%, p = 0.004), with OCA showing greater response rates as compared to
placebo across all stages of fibrosis. Based on our retrospective analyses of the FLINT data, more OCA-treated

patients exhibited fibrosis improvement of at least two fibrosis stages (15% versus 6%, not significant) and exhibited
fibrosis improvements regardless of baseline fibrosis stage and a significantly greater number of OCA-treated patients
also achieved complete resolution of fibrosis (17% versus 5%, p = 0.0018). Also, our retrospective analysis of the
FLINT data showed that fewer OCA-treated patients progressed to bridging fibrosis (15% versus 18%, not significant)
or to cirrhosis (2% versus 5%, not significant). Retrospective analyses after the un-blinding of results can potentially
introduce bias and regulatory authorities typically give greatest weight to results from pre-specified analyses as
compared to retrospective analyses. The NASH Clinical Research Network fibrosis staging system was used to
categorize the pattern of fibrosis and architectural remodeling of the liver: no fibrosis (F0), perisinusoidal or periportal
fibrosis (F1), perisinusoidal and periportal fibrosis (F2), bridging fibrosis (F3) and cirrhosis (F4). Fibrosis sub-stages
la, 1b and 1c were considered F1 for the analysis.

The secondary endpoint of NASH resolution, based on a global histological assessment, also showed improvement,
although not statistically significant (22% versus 13%, p = 0.0832). A central reading of all baseline and end-of-trial
biopsies was performed at the end of the trial, based on which only 80% of patients were confirmed to have definite
NASH, while the remaining 20% were diagnosed as borderline NASH (10%) or not-NASH (10%). A retrospective
subgroup analysis on the completer population comprised only of definite NASH patients at baseline showed that a
significantly greater number of OCA-treated patients achieved NASH resolution compared with placebo-treated
patients (19% versus 8%; p = 0.0278).

In an additional retrospective analysis of data from the FLINT trial conducted in a REGENERATE-matched patient
cohort published in 2018, (i) approximately 40% of OCA-treated patients as compared to approximately 21% of
patients on placebo achieved at least a one-stage improvement in liver fibrosis without any worsening of NASH (p =
0.02) and (ii) approximately 20% of OCA-treated patients as compared to approximately 7% of patients on placebo
achieved NASH resolution with no worsening of fibrosis (p = 0.03) using the definition we selected for NASH
resolution in the REGENERATE trial.

In the FLINT trial, more OCA-treated patients experienced significant improvements in the major histological features
of NASH, including steatosis (61% versus 38%, p = 0.001), lobular inflammation (53% versus 35%, p = 0.006) and
hepatocellular ballooning (46% versus 31%, p = 0.03), as compared to the placebo treatment group. Trends were
similar between the two treatment groups for portal inflammation, which is not a component of NAS and is typically
mild in adult NASH patients.

The histological improvements observed in OCA-treated patients versus placebo were accompanied by statistically
significant reductions in relevant biochemical parameters, including the serum liver enzymes ALT (p < 0.0001),
aspartate aminotransferase ( AST ) (p =0.0001) and gamma-glutamyl transferase ( GGT ) (p < 0.0001), each of which
were above generally accepted normal limits at baseline, and total bilirubin (p = 0.002). A modest but statistically
significant increase in ALP (p < 0.0001) in the OCA treatment group was also observed, but levels remained within
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typical normal limits.

OCA treatment was associated with serum lipid changes, including increases in total cholesterol and LDL cholesterol
and a decrease in HDL cholesterol, that developed within 12 weeks of treatment initiation, then reversed through the
end of treatment and returned to baseline during the 24-week post-treatment follow-up phase. Based on these
observations, lipid management was emphasized partway into the trial, using accepted guidelines. At 72 weeks as
compared to baseline, the following effects were observed in the OCA treatment
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group: an increase in mean total cholesterol (0.16 mmol/L or 6 mg/dL increase OCA versus 0.19 mmol/L or 7mg/dL

decrease placebo, p = 0.0009), an increase in mean LDL cholesterol (0.22 mmol/L or 9 mg/dL increase OCA versus
0.22 mmol/L or 8 mg/dL decrease placebo, p < 0.0001), a decrease in mean HDL cholesterol (0.02 mmol/L or 1

mg/dL decrease OCA versus 0.03 mmol/L or 1 mg/dL increase placebo, p = 0.01) and a decrease in triglycerides (0.22

mmol/L or 20 mg/dL decrease OCA versus 0.08 mmol/L or 7 mg/dL decrease placebo, p = 0.88, not significant).

These changes in cholesterol levels, along with the achievement of pre-defined efficacy criteria, played a role in the

decision of the FLINT data and safety monitoring board to terminate the treatment phase of the FLINT trial, and the

publication of the FLINT results noted the need for further study of these changes.

A post-hoc analysis showed OCA-treated patients who initiated statins during the FLINT trial (n = 26) experienced a
rapid reversal of their observed mean LDL cholesterol increase to below baseline levels, with a mean decrease after 72
weeks of treatment of -18.9 mg/dL. In contrast, other OCA-treated patients with no reported initiation or change in
statin therapy experienced an increase in LDL cholesterol that peaked at week 12 and was sustained over the 72-week
treatment period. Patients treated with statins at baseline who maintained statin treatment over the duration of the
study (n = 50) experienced a mean LDL cholesterol increase of 8.7 mg/dL at 72 weeks. Patients not treated with
statins during the study (n = 65) experienced a mean LDL cholesterol increase of 16.0 mg/dL. Treatment related LDL
cholesterol increases in all groups reversed with treatment discontinuation. This analysis suggests that the
OCA-associated LDL cholesterol increase reaches a maximum peak and plateaus soon after initiation of therapy and
that concomitant statin use in NASH patients receiving OCA may mitigate treatment-related LDL cholesterol
increases.

In the FLINT trial, statistically significant weight loss of an average of 2.3 kilograms was observed in OCA patients
compared to no weight loss in the placebo group (p = 0.008), and this weight loss reverted towards baseline during the
24-week follow-up phase. A pre-specified sensitivity analysis conducted by the investigators showed that weight loss
was not a driver of the primary endpoint. An increase in a marker of hepatic insulin resistance known as homoeostasis

model assessment estimated insulin resistance ( HOMA-IR ) (calculated using the product of fasting plasma insulin
and glucose) was observed at 72 weeks in the OCA treatment group (p = 0.01). However, there was an imbalance in
baseline plasma insulin levels (201 pmol/L OCA versus 138 pmol/L placebo), and an even larger relative and absolute
increase in HOMA-IR was observed in the placebo group at the conclusion of the 24-week follow-up phase. This is
potentially attributable to the inherent variability in HOMA-IR measurements, particularly in patients with type 2
diabetes, that have been shown to make single time-point to time-point changes of this magnitude clinically
uninterpretable. There were virtually no changes in mean hemoglobin Alc, a measure of average blood sugar control
over a period of approximately three months, in either OCA or placebo groups at 72 weeks. In a previous study of
OCA in diabetic NAFLD patients, described in more detail below, employing the hyperinsulinemic-euglycemic
insulin clamp, the gold standard for detecting changes in insulin resistance, OCA improved the glucose disposal rate
consistent with reduced insulin resistance.

OCA was generally well tolerated in the FLINT trial. Adverse events were generally mild to moderate in severity and
the incidence in the OCA and placebo treatment groups was similar for all symptoms except pruritus. Pruritus
occurred more frequently in the OCA treatment group than in the placebo treatment group (23% vs. 6%, p < 0.0001)
and at a higher grade (predominately moderate pruritus) but resulted in only one patient discontinuation. The
incidence of severe or life-threatening events was not different between the two treatment groups and most of the
events in both groups were deemed to be unrelated to treatment, including all severe or life-threatening cardiovascular
events. There were two patient deaths in the Phase 2b FLINT trial, and neither death was considered related to OCA
treatment.
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Phase 2 Trial in Type 2 Diabetic Patients with NAFLD

In 2009, we announced the completion of a double-blind, placebo-controlled Phase 2 clinical trial of OCA in 64 type 2
diabetic patients with NAFLD. In this trial, OCA therapy significantly improved insulin sensitivity both in the liver
and peripheral tissues, thereby meeting the primary endpoint in the trial with a mean improvement in liver insulin
sensitization from baseline of approximately 24.5% in the combined OCA dose groups, as compared to a worsening of
approximately 5.5% in the placebo group (p = 0.011). Insulin resistance, particularly in the liver, is considered to be
an important contributor to NASH disease pathology. In this trial, significant reductions in body weight were also
noted in patients receiving OCA therapy, along
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with improvements in liver enzymes such as GGT and AST. OCA was generally well-tolerated by the trial patients,
with side effects in the treatment groups not meaningfully different than those reported on placebo (apart from mild
constipation in the OCA 50 mg group). Consistent with anticipated FXR-related lipid metabolic effects starting with
the clearance of excess lipid load from the liver, there were changes in mean serum lipid profiles observed in the OCA
treatment groups compared with the placebo group that included decreased concentrations of triglycerides, increased
concentrations of LDL cholesterol and slightly decreased concentrations of HDL cholesterol from baseline. In our
publication of the results, we observed that once-daily treatment for six weeks at the OCA 25 mg dose, which we
subsequently selected to advance in our NASH development program, led to an approximately 12% decrease in mean
triglycerides to 170 mg/dL from a baseline mean level of 193 mg/dL, an approximately 22% increase in mean LDL
cholesterol to 120 mg/dL from a baseline mean level of 98 mg/dL, and an approximately 5% decrease in mean HDL
cholesterol to 35 mg/dL from a baseline mean level of 37 mg/dL.

OCA for PSC

PSC is a rare, serious, chronic cholestatic liver disease characterized by a progressive, autoimmune-based destruction
of bile ducts with eventual onset of cirrhosis. PSC is usually diagnosed by preliminary assessment of liver
biochemistry, with or without reported symptoms, and confirmed by cholangiography. ALP is elevated in most PSC
patients, consistent with cholestasis, and ALT and GGT are also typically elevated, but not in all cases. Bilirubin is
often normal in early-stage PSC but increases with progression of the disease. The mean age at diagnosis is
approximately 40 years. Approximately 75% of PSC patients have overlapping inflammatory bowel disease,
principally ulcerative colitis. Median survival for PSC patients has been estimated to be 10 to 12 years from diagnosis
in symptomatic patients, depending upon stage of the disease at the time of diagnosis. Complications involving the
biliary tree are common and include cholangitis as well as ductal strictures and gallstones, both of which may require
frequent endoscopic or surgical interventions. PSC is often complicated by the development of malignancies, with
cholangiocarcinoma being the most common. Despite evaluation of multiple investigational treatments, there are no
approved drugs for the treatment of PSC and liver transplant is currently the only treatment shown to improve clinical
outcomes. However, the post-transplant recurrence rate of PSC has been shown to be as high as 20%. While UDCA is
often prescribed off-label for the treatment of PSC due to improvements in liver biochemistry following initiation of
therapy, it has not been shown to improve transplant-free survival and, at high doses, has been associated with
increased risk for serious complications.

In 2017, we announced results from an international Phase 2 clinical trial, known as the AESOP trial, to evaluate the
effects of 24 weeks of treatment with varying doses of OCA compared to placebo in patients with PSC. Patients were
randomized to one of three treatment groups: placebo, OCA 1.5 mg to 3 mg and OCA 5 mg to 10 mg (with dose
titration occurring at the 12-week midpoint). The primary endpoint was the reduction of serum ALP levels as
compared to placebo for the OCA 5 mg to 10 mg group. In addition, OCA s effect on other secondary liver function
endpoints, as well as symptoms of ulcerative colitis (a disease occurring in the majority of patients with PSC) was
assessed. OCA achieved the primary endpoint of the AESOP trial: patients receiving OCA 5 mg daily with the option
to titrate to 10 mg achieved a statistically significant reduction in ALP as compared to placebo at week 24 (p < 0.05).
Patients in the OCA 1.5 mg to 3 mg group achieved statistically significant reductions in ALP versus placebo as
measured by least square ( LS ) mean percent change from baseline at week 24. By week 24, ALP increased 1% in the

placebo group and decreased by 22% in both the OCA 1.5 mg to 3 mg group (p < 0.05) and the OCA 5 mg to 10 mg
group (p < 0.05).

A significant proportion of patients in the AESOP trial used UDCA, with 48%, 48% and 46% of patients on placebo,
OCA 1.5 mg to 3 mg and OCA 5 mg to 10 mg, respectively, receiving UDCA at baseline. In a post-hoc analysis
examining the effects of OCA in the presence and absence of UDCA, ALP reductions were observed with OCA
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regardless of treatment with UDCA. Patients receiving OCA monotherapy had greater reductions in ALP at week 12
and at week 24 as compared to patients who received OCA in addition to UDCA. At week 12, patients in the OCA 5
mg to 10 mg group receiving OCA monotherapy achieved a 30% LS mean reduction in ALP as compared to a 16%
reduction in patients receiving OCA in combination with UDCA. At week 24, LS mean reductions in ALP in the OCA
5 mg to 10 mg group were 25% for patients receiving OCA monotherapy and 14% for patients receiving OCA in
combination with UDCA.
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Pruritus is a common symptom of PSC and was the most common adverse event, occurring in 46% of patients on
placebo, 60% of patients in the OCA 1.5 mg to 3 mg group and 67% of patients in the OCA 5 mg to 10 mg group.
One (4%) patient in the OCA 1.5 mg to 3 mg group and three (12%) patients in the OCA 5 mg to 10 mg group
discontinued OCA due to pruritus compared to none in the placebo group. Following the completion of the 24-week
double-blind portion of the trial, patients were given the option to enroll in an open-label, long-term safety and
efficacy extension trial. Of those patients who completed the double-blind phase of the AESOP trial, 97% chose to

participate in the open-label extension phase.

We believe that the results of the AESOP trial establish a proof-of-concept of OCA in a second cholestatic liver
disease, are evaluating OCA for further development in PSC and continue to work with the FDA to define the

regulatory path for approval in this rare but serious disease.

OCA for Biliary Atresia

Biliary atresia is a life-threatening condition in infants in which the bile ducts inside or outside the liver do not have
normal openings. With biliary atresia, bile becomes trapped, builds up and damages the liver. The damage leads to
scarring, loss of liver tissue, and cirrhosis. The two types of biliary atresia are fetal and perinatal. Fetal biliary atresia
appears while the baby is in the womb. Perinatal biliary atresia is much more common and does not become evident
until two to four weeks after birth. Some infants, particularly those with the fetal form, also have birth defects in the
heart, spleen, or intestines. Biliary atresia is rare and only affects about one out of every 18,000 infants. The disease is
more common in females, premature babies and children of Asian or African American heritage. Biliary atresia is not
an inherited disease and is most likely caused by an event in the womb or around the time of birth. No single test can
definitively diagnose biliary atresia, resulting in the need for a series of tests. All infants who still have jaundice two
to three weeks after birth, or who have gray or white stools after two weeks of birth, should be checked for liver
damage. Once diagnosed, biliary atresia is treated with a liver transplant or, more frequently, a surgery called the
Kasai procedure, in which the bile ducts are connected directly to the small intestine. After the Kasai procedure, some
infants continue to have liver problems and, even with the return of bile flow, some infants develop cirrhosis. Possible
complications after the Kasai procedure include ascites, bacterial cholangitis, portal hypertension and pruritus. Even
after a successful Kasai surgery, most infants with biliary atresia slowly develop cirrhosis over the years and require a
liver transplant by adulthood.

In October 2015, we initiated a Phase 2 clinical trial of OCA in pediatric patients with biliary atresia, known as the
CARE trial. The CARE trial is designed to evaluate the effects of 11 weeks of OCA treatment where patients with
biliary atresia are randomized to varying doses of OCA. The primary endpoint is to evaluate the pharmacokinetics and
the safety and tolerability of OCA treatment. In addition, OCA s effect on hepatobiliary indices and biomarkers will be
assessed. This trial is targeted to enroll approximately 60 patients in the United States and Europe. In addition to
studying the effects of OCA treatment in biliary atresia, we are undertaking the CARE trial as a part of an
EMA-approved Pediatric Investigation Plan ( PIP ) supporting the conditional approval of Ocaliva for PBC in the
European Union as PBC is not believed to occur in the pediatric population.

OCA and Bezafibrate

In December 2018, we entered into the Aralez Agreement, pursuant to which we acquired (i) Aralez s license to
develop and commercialize bezafibrate in the United States (as amended and restated in connection therewith, the
Bezafibrate License ), (ii) Aralez s IND on file with the FDA and other associated regulatory documentation and (iii) a

non-exclusive license to certain of Aralez s intellectual property. Pursuant to the Aralez Agreement, we paid $9.0
million to Aralez in connection with the closing of the transactions contemplated thereby in December 2018 and are
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obligated to make a $2.0 million milestone payment to Aralez based on the occurrence of specified regulatory-related
events. Bezafibrate, a PPAR agonist that has been studied in PBC, is not approved in the U.S. for any indication. We
intend to evaluate the efficacy, safety and tolerability of bezafibrate in combination with OCA in patients with PBC in

a Phase 2 study, with the longer-term goal of developing and seeking regulatory approval for a fixed dose combination

regimen in this indication and potentially other liver diseases. Pursuant to the Bezafibrate License, we are also
obligated to make a $2.5 million milestone payment based on the occurrence of specified regulatory-related events
with respect to such a combination product, as well as mid-single digit percentage royalty payments based on the net
sales of such a combination product.
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Pipeline Compounds

We, together with our collaborators, have discovered other bile acid chemistry-based compounds that are in earlier
stages of screening, research and development. Among these compounds are INT-767 and INT-787. INT-767 is an
orally administered dual FXR and TGRS agonist that, like OCA, is derived from the primary human bile acid
chenodeoxycholic acid. TGRS is a G-protein coupled bile acid receptor that has been shown to affect energy
metabolism, glucose homeostasis, bile composition/secretion and inflammation. INT-767 appears to be a more potent
FXR agonist than OCA and has shown potential anti-fibrotic and anti-inflammatory effects in animal models. We
have also completed a Phase 1 clinical trial of INT-767, the goal of which was to assess safety and pharmacokinetics
in a single ascending dose escalation phase followed by a multiple ascending dose phase in healthy volunteers.
INT-787 is an FXR agonist that we are currently evaluating in preclinical studies. INT-787 appears to be a more
selective FXR agonist than OCA and has shown potential anti-fibrotic and anti-inflammatory effects in animal
models. In addition, we believe that bile acid chemistry may have utility in a broad range of diseases outside of our
core area of focus and have in the past, and may in the future, explore the potential application of our development
compounds in non-core areas.

Sumitomo Dainippon Collaboration

In March 2011, we entered into an exclusive license agreement (the Original Sumitomo Agreement ) with Sumitomo
Dainippon, pursuant to which we granted to Sumitomo Dainippon an exclusive license to research, develop and
commercialize OCA for the treatment of PBC and NASH in Japan and China (excluding Taiwan) and an option to
research, develop and commercialize OCA in certain countries outside of such territories (the Country Option ). We
received an upfront payment from Sumitomo Dainippon of $15.0 million under the terms of the Original Sumitomo
Agreement. In May 2014, Sumitomo Dainippon exercised the Country Option in part to add Korea as part of its
licensed territories and paid us a $1.0 million upfront fee in connection therewith. In February 2018, we and
Sumitomo Dainippon entered into Amendment No. 3 (the Sumitomo Amendment ) to the Original Sumitomo
Agreement (as amended, the Sumitomo Agreement ), pursuant to which (i) Sumitomo Dainippon agreed to return the
rights to develop and commercialize OCA in Japan and Korea and waived its rights to the Country Option, (ii) we
agreed to forego any further milestone or royalty payments relating to the development and commercialization of
OCA in Japan and Korea and (iii) certain milestone payment obligations with respect to the development and
commercialization of OCA were adjusted. In addition, we and Sumitomo Dainippon agreed that if certain clinical
development milestones in China are not met by December 31, 2020, Sumitomo Dainippon may choose either to
make a milestone payment to us or terminate the Sumitomo Agreement. Sumitomo Dainippon may also terminate the
Sumitomo Agreement in its entirety or on an indication-by-indication basis at any time upon 90 days written notice.
As of December 31, 2018, we had achieved $6.0 million of development milestones under the Sumitomo Agreement.
We may be eligible to receive additional milestone payments under the Sumitomo Agreement in an aggregate amount
of up to approximately $23.0 million based on the occurrence of certain clinical trial and regulatory-related events and
tiered royalty payments up to the mid-twenties in percentage terms based on net sales of OCA products in China
(excluding Taiwan).

Competition

The biotechnology and pharmaceutical industries are intensely competitive and subject to rapid and significant
technological change. We have competitors in the United States, Europe and other jurisdictions, including major
multinational pharmaceutical companies, established biotechnology companies, specialty pharmaceutical and generic
drug companies and universities and other research institutions. Many of our competitors have financial, sales and
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marketing, manufacturing and distribution, legal, regulatory and product development resources substantially greater
than ours. Smaller or early-stage companies may also prove to be significant competitors, particularly through
collaborative arrangements with large, established companies.

The ability of Ocaliva for PBC, OCA for NASH, if approved, and other future approved products, if any, to compete

with products sold by other companies will depend on a number of factors, including efficacy, safety and tolerability,

reliability, convenience of dosing, price, the level of branded and generic competition and reimbursement. We believe
that the competitive environment for Ocaliva for PBC and, if approved, OCA for NASH is as follows.

15

Competition 38



Edgar Filing: INTERCEPT PHARMACEUTICALS, INC. - Form 10-K

TABLE OF CONTENTS

Ocaliva for PBC

Ocaliva competes with UDCA (or ursodiol), a first-line therapy approved for the treatment of PBC that is available
generically at a significantly lower cost than Ocaliva. Ocaliva is an FXR agonist and we are aware of several other
companies that have FXR agonists in Phase 2 or earlier clinical or preclinical development for the treatment of PBC,
including FXR agonists from Novartis AG (tropifexor), Gilead Sciences, Inc. (GS-9674) and Enanta Pharmaceuticals,
Inc. (EDP-305). Additional product candidates in Phase 3 or earlier clinical or preclinical development for the
treatment of PBC include Genfit SA s dual PPAR alpha/delta agonist (elafibranor), CymaBay Therapeutics, Inc. s
PPAR delta agonist (seladelpar), Arena Pharmaceuticals, Inc. s S1P receptor modulator (etrasimod), Bristol-Myers
Squibb Company s anti-CTL4 fusion protein (abatacept) and Fast Forward Pharmaceuticals BV s anti-CD40

monoclonal antibody (FFP104). Additionally, several companies have product candidates aimed at the
cholestatic-induced pruritus associated with PBC, including apical sodium dependent bile acid transport inhibitors
being developed by GlaxoSmithKline plc (GSK2330672).

Off-label uses of other potential treatments may also compete with Ocaliva for PBC. For example, while fibrates are
not approved for use in PBC, off-label use of fibrate drugs has been reported. Bezafibrate, a fibrate that is not
approved by the FDA for any indication and is only available outside of the United States, has been studied in PBC.

OCA for NASH

There are currently no medications approved for the treatment of NASH. However, various therapeutics are used
off-label for the treatment of NASH, including vitamin E (an antioxidant), insulin sensitizers (e.g., metformin,
pioglitazone), antihyperlipidemic agents (e.g., gemfibrozil), pentoxifylline and UDCA. There are several product
candidates in Phase 3 or earlier clinical or preclinical development for the treatment of NASH, including Genfit SA s
PPAR alpha/delta agonist (elafibranor), Gilead Sciences, Inc. s ASK-1 inhibitor (selonsertib) and Allergan plc s dual
CCR2 and CCRS inhibitor (cenicriviroc), as well as FXR agonists from Novartis AG (tropifexor), Gilead Sciences,
Inc. (GS-9674) and Enanta Pharmaceuticals, Inc. (EDP-305).

Additional pharmaceutical and biotechnology companies with product candidates in development for the treatment of
NASH include AstraZeneca plc, Boehringer Ingelheim GmbH, Bristol-Myers Squibb Company, Conatus
Pharmaceuticals Inc., CymaBay Therapeutics, Inc., Durect Corporation, Galectin Therapeutics Inc., Galmed
Pharmaceuticals Ltd., Immuron Ltd., Ionis Pharmaceuticals, Inc., Islet Sciences, Inc., Madrigal Pharmaceuticals, Inc.,
MediciNova, Inc., MiNA Therapeutics, NGM Biopharmaceuticals, Inc., Novo Nordisk A/S, NuSirt Sciences Inc.,
Viking Therapeutics, Inc. and Zydus Pharmaceuticals (USA) Inc. NASH is a complex disease and we believe that it is
unlikely that any one therapeutic option will be optimal for every NASH patient.

In addition, many universities and private and public research institutions may become active in our target disease
areas. The results from our clinical trials and the approval of Ocaliva for PBC have brought more attention to our
targeted indications and bile acid chemistry. As a result, we believe that additional companies and organizations may
seek to compete with us in the future. Our competitors may succeed in developing, acquiring or licensing on an
exclusive basis technologies and drug products that are more effective or less costly than OCA or any other product
candidates that we are currently developing or that we may develop, which could render our products or product
candidates obsolete and noncompetitive. Our ability to compete may also be affected because, in many cases, insurers
or other third-party payors seek to encourage the use of generic products.
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Intellectual Property

Protecting our intellectual property, such as our patents, is a key part of our strategy. We are the owner of record of
numerous issued U.S. and non-U.S. patents with claims directed to pharmaceutical compounds, pharmaceutical
compositions, methods of making these compounds and methods of using these compounds in various indications. In
addition, we are the owner of record of numerous pending U.S. and non-U.S. patent applications, and regularly pursue
additional patent applications in various jurisdictions. We also have numerous trademark and service mark
registrations and pending trademark and service mark applications in the United States and abroad.
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The patent portfolio for OCA contains U.S. and non-U.S. patents and patent applications directed to compositions of
matter, methods of use and manufacturing methods. Our primary composition of matter patent for OCA expires in
2022. In light of the U.S. marketing approval of Ocaliva for PBC in May 2016, we have applied for an extension of

the patent term for this patent in the United States through 2027. In addition, in connection with the conditional
approval of Ocaliva for PBC in the European Union, we have applied for supplementary patent certification ( SPC ) to
extend the patent term for this patent in the European Union through 2027. We have received grants of SPC in

Austria, Denmark, France, Germany, Ireland, Italy, Norway, Spain and Sweden and we expect to take similar actions

in other jurisdictions and countries where similar regulations exist.

The table set forth below summarizes the U.S. patents covering OCA that are listed in the FDA s Orange Book List of
Approved Drug Products With Therapeutic Equivalence Evaluations (the Orange Book ). The issued composition of
matter patents for OCA are expected to expire in 2022 at the earliest and 2036 at the latest if the appropriate
maintenance, renewal, annuity, or other government fees are paid. We expect that the other patents in the OCA
portfolio that are listed in the Orange Book would expire as set forth below, assuming the appropriate maintenance,
renewal, annuity or other governmental fees are paid.

Patent No. Type of Patent() Brief Summary of Patent U'S'. PaF ent
Expiration
.\ . )
7,138,390 Composition of Claims OCA compound 2022
Matter
8,058,267 Method of Use Claims methods of treating PBC with OCA 2022
8,377,916 Method of Use Claims methods of treating PBC with OCA 2022
9,238,673 f/lc;rtlzgrosnlon of Claims OCA active pharmaceutical ingredient ( API ) 2033
10.047.117 Method of Use Claims methods of treating FXR mediated diseases 2033
Y with OCA API
10,052,337 Composition of Claims OCA finished drug product 2036
Matter
10,174.073 f/[(;rtlzgfsmon of Claims OCA API produced by a specified process 2033

You should read the risk factors included elsewhere in this Annual Report on Form 10-K for important information
(1)about risks posed by the loss of patent protection, in particular the risks described under Risk Factors Risks
Related to Our Intellectual Property.

(2)In light of the U.S. marketing approval of Ocaliva for PBC in May 2016, we have applied for an extension of the

patent term for this patent in the United States through 2027.

In addition, we have intellectual property protecting OCA that we would expect to list in the Orange Book if OCA is
approved for the treatment of NASH.

We may rely on trade secrets to protect our proprietary technologies, especially where we do not believe patent
protection is appropriate or obtainable. However, trade secrets are difficult to protect. We rely in part on
confidentiality agreements with our employees, consultants, outside scientific collaborators, sponsored researchers
and other advisors to protect our trade secrets and other proprietary information. We also seek to preserve the integrity
and confidentiality of our data, trade secrets and know-how by maintaining physical security of our premises and
physical and electronic security of our information technology systems.
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Our commercial success will depend in part on our ability to obtain and maintain patent, trademark and trade secret
protection covering our products such as Ocaliva and product candidates, as well as our ability to successfully defend
our intellectual property against third-party challenges. Our ability to stop third parties from making, using, selling,
offering to sell or importing our products is dependent upon the extent to which we have regulatory exclusivity or
intellectual property-based exclusivity rights under valid and enforceable patents or other intellectual property that
cover our products. If we fail to obtain and maintain adequate intellectual property protection, we may not be able to
prevent third parties from launching generic versions of our products, from using our proprietary technologies or from
marketing products that are very similar or identical to ours. The patent positions of pharmaceutical companies can be
highly uncertain and involve complex legal and factual questions for which important legal principles remain
unresolved. No consistent policy regarding the breadth of claims allowed in pharmaceutical patents has emerged to
date in the United
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States or in foreign jurisdictions, and the legal standards relating to the patentability, validity and enforceability of
pharmaceutical patents are evolving.

Changes in either the patent laws or in interpretations of patent laws in U.S. and foreign jurisdictions may diminish the
value of our intellectual property. Accordingly, we cannot predict the breadth of claims that may be enforced in the
patents that we currently own or that may issue from the applications we have filed or may file in the future or those

that we may license from third parties. Additionally, our currently pending or future patent applications may not result

in issued patents, and any term extensions that we seek may not be granted. Further, if any patents we obtain or
license are deemed invalid or unenforceable, it could impact our ability to commercialize or license our technology or
enable third parties to develop and market products that are similar or identical to ours.

Manufacturing and Supply

We do not own or operate manufacturing facilities for the production of Ocaliva, OCA or any of our other product
candidates, and we do not have any plans to develop our own manufacturing operations in the foreseeable future. We
rely on third-party contract manufacturers for all of our required raw materials, API and finished product for our
commercial sales and for our clinical trials and preclinical studies.

We currently have an agreement with PharmaZell GmbH ( PharmaZell ) for the manufacture and commercial supply of
Ocaliva. Pursuant to our agreement with PharmaZell, we are obligated during the term of the agreement to purchase
from PharmaZell a certain percentage of our annual commercial requirements of API for use in Ocaliva and, if
approved, OCA for NASH or other indications. The initial term of our agreement with PharmaZell expires on
December 31, 2020 and thereafter automatically renews for successive two-year periods unless either party provides
notice of non-renewal at least 12 months prior to the end of the initial term or then-current renewal term. The
agreement is also subject to customary early termination rights.

We have engaged in activities to qualify additional or back-up suppliers, but these suppliers may not be able to meet
our long-term commercial supply requirements for Ocaliva or, if approved, OCA for NASH or other indications on
acceptable terms, or at all. We do not have agreements for long-term supplies of any of our other product candidates.
We currently obtain supplies and services relating to our other product candidates from our third-party contract
manufacturers on a purchase order basis

Contract manufacturers are subject to extensive governmental regulation and we depend on them for compliance with
the requirements of U.S. and non-U.S. regulators for the manufacture of our finished products, including Ocaliva. We
intend to continue to rely on third-party manufacturers for the manufacture of Ocaliva, OCA for NASH, if approved,
other future approved products, if any, and our clinical-stage product candidates. We believe this manufacturing
strategy will enable us to direct financial resources to the development and commercialization of products rather than
diverting resources to establishing a manufacturing infrastructure. See Risk Factors Risks Related to Our Dependence
on Third Parties We rely entirely on third parties for the manufacture of our product requirements for our preclinical
studies and clinical trials, as well as our commercial supply of Ocaliva and, if approved, OCA for NASH and our
other product candidates, and also depend on third-party vendors and CROs for certain of our clinical trial and product
development activities. Our business could be harmed if our third-party manufacturers fail to provide us with
sufficient quantities of drug product, or fail to do so at acceptable quality levels or prices, or we lose our relationships
with our third-party vendors and CROs and our clinical trial or product development efforts are delayed as a result.
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Sales and Marketing

Ocaliva is our first approved product and the commercial launch of Ocaliva for PBC is our first product launch. We
are commercializing Ocaliva for PBC using a combination of our internal commercial organization, a contract sales
organization and third-party distributors depending on the jurisdiction. In addition, Sumitomo Dainippon has an
exclusive license to develop and commercialize OCA for the treatment of PBC and NASH in China (excluding
Taiwan). We are developing our commercialization strategy for OCA for NASH, if approved, and have not yet
decided on our commercialization strategy for OCA for other indications or for our other product candidates, in each
case, if approved. We intend to continue to evaluate how best to commercialize our product candidates, if approved, in
the United States and internationally, and
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may choose to collaborate with third parties that have sales and marketing capabilities and established distribution
systems, either to augment our own capabilities or in lieu thereof.

Customers

We commenced our commercial launch of Ocaliva for the treatment of PBC in the United States in June 2016. In
December 2016, the European Commission granted conditional approval for Ocaliva for the treatment of PBC and we
commenced our European commercial launch in January 2017. Since January 2017, Ocaliva has also received
regulatory approval in several of our target markets outside the United States and Europe, including Canada, Israel
and Australia. We recognized net sales of Ocaliva of $177.8 million, $129.2 million and $18.2 million for the years
ended December 31, 2018, 2017 and 2016, respectively. We sell Ocaliva to a limited number of specialty pharmacies
which dispense the product directly to patients. The specialty pharmacies are referred to as our customers. For a
discussion of our customer concentration, see Note 2 to our audited consolidated financial statements included
elsewhere in this Annual Report on Form 10-K.

Government Regulation and Product Approval

Government authorities in the United States, at the federal, state and local level, and analogous authorities in other
countries extensively regulate, among other things, the research, development, testing, manufacture, labeling,
packaging, promotion, storage, advertising, distribution, marketing and export and import of products such as Ocaliva
and those we are developing. Our product candidates must be approved by the FDA through the NDA process before
they may be legally marketed in the United States and by the European Commission following a favorable assessment
provided by the EMA through the MAA process for a product falling within the scope of the Centralized procedure or
a national MAA process (albeit through the process of Mutual Recognition or Decentralized procedure) before they
may be legally marketed in the European Union. Our product candidates will be subject to similar requirements in
other countries prior to marketing in those countries. The process of obtaining regulatory approvals and the
subsequent compliance with applicable federal, state, local and foreign statutes and regulations require the expenditure
of substantial time and financial resources.

United States Government Regulation
NDA Approval Processes

In the United States, the FDA regulates drugs under the Federal Food, Drug, and Cosmetic Act, as amended (the
FDCA ) and implementing regulations. An applicant seeking approval to market and distribute a new drug product in
the United States must typically undertake the following:

completion of preclinical laboratory tests, animal studies and formulation studies in compliance with the FDA s good
laboratory practice regulations;

submission to the FDA of an IND, which must take effect before human clinical trials may begin;
approval by an independent institutional review board ( IRB ), representing each clinical site before each clinical trial
may be initiated;

performance of adequate and well-controlled human clinical trials in accordance with good clinical

practices ( GCP ) to establish the safety and efficacy of the proposed drug product for each indication;

preparation and submission to the FDA of an NDA;
review of the product by an FDA advisory committee, where appropriate or if applicable;
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satisfactory completion of one or more FDA inspections of the manufacturing facility or facilities at which the
product, or components thereof, are produced to assess compliance with current Good Manufacturing Practices

( ¢cGMP ) requirements and to assure that the facilities, methods and controls are adequate to preserve the product s
identity, strength, quality and purity;

satisfactory completion of FDA audits of clinical trial sites to assure compliance with GCP and the integrity of the
clinical data;
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payment of user fees and securing FDA approval of the NDA; and
compliance with any post-approval requirements, including, as applicable, Risk Evaluation and Mitigation Strategies
( REMS ) and post-approval studies required by the FDA.
Preclinical and Clinical Studies

Once a pharmaceutical candidate is identified for development, it enters the preclinical or nonclinical testing stage.
Nonclinical tests include laboratory evaluations of product chemistry, toxicity and formulation, as well as animal
studies. An IND sponsor must submit the results of the nonclinical tests, together with manufacturing information and
analytical data, to the FDA as part of the IND. Some nonclinical testing may continue even after the IND is submitted.
In order to conduct clinical research, we must submit an IND. An IND automatically becomes effective 30 days after
receipt by the FDA, unless the FDA, within the 30-day time period, or any time thereafter, places the IND on clinical
hold. In such a case, the IND sponsor and the FDA must resolve any outstanding concerns before clinical trials can
begin or continue. A clinical hold may affect one or more specific studies or all studies conducted under the IND.

All clinical trials must be conducted under the supervision of one or more qualified investigators in accordance with
GCPs. They must be conducted under protocols detailing the objectives of the trial, dosing procedures, research
subject selection and exclusion criteria and the safety and effectiveness criteria to be evaluated. Each protocol must be
submitted to the FDA as part of the IND, and progress reports detailing the status of the clinical trials must be
submitted to the FDA annually. Sponsors also must timely report to the FDA serious and unexpected adverse
reactions, any clinically important increase in the rate of a serious suspected adverse reaction over that listed in the
protocol or investigation brochure, or any findings from other studies or animal or in vitro testing that suggest a
significant risk in humans exposed to the drug. An IRB must review and approve the protocol before a clinical trial
commences at each institution and must also approve the information regarding the trial and the consent form that
must be provided to each research subject or the subject s legal representative, monitor the study until completed and
otherwise comply with IRB regulations.

Human clinical trials are typically conducted in three sequential phases that may overlap or be combined:

Phase 1. The drug is initially introduced into healthy human subjects and tested for safety, dosage tolerance,
absorption, metabolism, distribution and elimination. In the case of some products for severe or life-threatening
diseases, such as cancer, especially when the product may be inherently too toxic to ethically administer to healthy
volunteers, the initial human testing is often conducted in patients.
Phase 2. Clinical trials are performed on a limited patient population intended to identify possible adverse effects and
safety risks, to preliminarily evaluate the efficacy of the product for specific targeted diseases and to determine dosage
tolerance and optimal dosage.
Phase 3. Clinical trials are undertaken to further evaluate dosage, clinical efficacy and safety in an expanded patient
population generally at geographically dispersed clinical study sites. These studies are intended to establish the overall
risk-benefit ratio of the product and provide an adequate basis for product labeling.
Human clinical trials are inherently uncertain and Phase 1, Phase 2 and Phase 3 testing may not be successfully
completed. The FDA or the sponsor may suspend a clinical trial at any time for a variety of reasons, including a
finding that the research subjects or patients are being exposed to an unacceptable health risk. Similarly, an IRB can
suspend or terminate approval of a clinical trial at its institution if the clinical trial is not being conducted in
accordance with the IRB s requirements or if the drug has been associated with unexpected serious harm to patients. In
some cases, clinical trials are overseen by an independent group of qualified experts organized by the trial sponsor, or
the clinical monitoring board or data safety monitoring board ( DSMB ). This group provides authorization for whether
or not a trial may move forward at designated check points. These decisions are based on the DSMB s independent
review of the limited access to data from the ongoing trial.
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Sponsors of clinical trials of certain FDA-regulated products, including prescription drugs, are required to register and
disclose clinical trial information related to the product, patient population, phase of investigation, clinical trial sites
and investigator, and other aspects of the clinical trial on a public website maintained by the U.S. National Institutes

of Health. Sponsors are also obligated to disclose the results of these clinical trials after completion. For a new product
or a new indication for a previously approved product, sponsors can delay submission of clinical study results for up

to two years until the product has been approved or approved for the new use. Competitors may use this
publicly-available information to gain knowledge regarding the design and progress of our development programs.

During the development of a new drug, sponsors are given opportunities to meet with the FDA at certain points. These
points may be prior to the submission of an IND, at the end of Phase 2 and before an NDA is submitted. Meetings at
other times may be requested. These meetings can provide an opportunity for the sponsor to share information about
the data gathered to date and for the FDA to provide advice on the next phase of development. Sponsors typically use

the meeting at the end of Phase 2 to discuss their Phase 2 clinical results and present their plans for the pivotal Phase 3

clinical trial that they believe will support the approval of the new drug. If a Phase 2 clinical trial is the subject of
discussion at the end of Phase 2 meeting with the FDA, a sponsor may be able to request a special protocol assessment
( SPA ), the purpose of which is to reach agreement with the FDA on the Phase 3 clinical trial protocol design and
analysis that will form the primary basis of an efficacy claim.

According to published guidance on the SPA process, a sponsor which meets the prerequisites may make a specific
request for an SPA and provide information regarding the design and size of the proposed clinical trial. The FDA is
supposed to evaluate the protocol within 45 days of the request to assess whether the proposed trial is adequate, and
that evaluation may result in discussions and a request for additional information. An SPA request must be made
before the proposed trial begins, and all open issues must be resolved before the trial begins. If a written agreement is
reached, it will be documented and made part of the record. The agreement is generally expected to be binding on the
FDA, in that the critical design elements agreed to as part of an SPA agreement may not be changed by the sponsor or
the FDA after the trial begins except with the written agreement of the sponsor and the FDA or if the FDA determines
that a substantial scientific issue essential to determining the safety or efficacy of the drug was identified after the
testing began. The presence of an SPA agreement does not guarantee that a marketing application will be filed or
approved, even if the trial is conducted in accordance with the protocol. In rare cases, FDA may rescind an SPA
agreement.

Concurrent with clinical trials, sponsors usually complete additional animal safety studies and also develop additional
information about the chemistry and physical characteristics of the drug and finalize a process for manufacturing
commercial quantities of the product in accordance with cGMP requirements. The manufacturing process must be
capable of consistently producing quality batches of the drug and the manufacturer must develop methods for testing
the quality, purity and potency of the drug prior to release. Additionally, appropriate packaging must be selected and
tested and stability studies must be conducted to demonstrate that the drug candidate does not undergo unacceptable
deterioration over its proposed shelf-life.

The results of product development, nonclinical studies and clinical trials, along with descriptions of the
manufacturing process, analytical tests and other control mechanisms, proposed labeling and other relevant
information are submitted to the FDA as part of an NDA requesting approval to market the product. The submission
of an NDA is subject to the payment of user fees, but a waiver of such fees may be obtained under specified
circumstances. Currently, the application fee is approximately $2.6 million for NDAs with clinical data and
approximately $1.3 million for NDAs without clinical data. The sponsor under an approved NDA is also subject to
annual program user fees, currently $309,915. Program fees are assessed for each approved prescription drug product
identified in an approved application, up to five program fees per application. These fees are typically modified
annually. The FDA reviews all NDAs submitted to ensure that they are sufficiently complete for substantive review
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before it accepts them for filing. It may request additional information rather than accept an NDA for filing. In this
event, the NDA must be resubmitted with the additional information. The resubmitted application also is subject to
review before the FDA accepts it for filing.
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Once the submission is accepted for filing, the FDA begins an in-depth review. NDAs receive either standard or
priority review. A drug representing a significant improvement over available therapies in treatment, prevention or
diagnosis of disease may receive priority review. The FDA may refuse to approve an NDA if the applicable regulatory
criteria are not satisfied or may require additional clinical or other data. Even if such data are submitted, the FDA may
ultimately decide that the NDA does not satisfy the criteria for approval. The FDA reviews an NDA to determine,
among other things, whether a product is safe, effective, and can be properly manufactured for its intended use or
uses. The FDA may refer the NDA to an advisory committee for review and recommendation as to whether the
application should be approved and under what conditions. The FDA is not bound by the recommendation of an
advisory committee, but it generally follows such recommendations. Before approving an NDA, the FDA will inspect
the facility or facilities where the product is manufactured and tested.

Fast Track, Breakthrough Therapy, Priority Review and Accelerated Approval

The FDA is authorized to designate certain products for expedited review if they are intended to address an unmet
medical need in the treatment of a serious or life-threatening disease or condition. These programs include fast track
designation, breakthrough therapy designation and priority review designation.

Specifically, the FDA may designate a product for fast track review if it is intended, whether alone or in combination
with one or more other drugs, for the treatment of a serious or life-threatening disease or condition, and it
demonstrates the potential to address unmet medical needs for such a disease or condition. For fast track designated
products, sponsors may have a higher number of interactions with the FDA and the FDA may initiate review of
sections of a fast track product s NDA before the application is complete.

A product may also be designated as a breakthrough therapy if it is intended, either alone or in combination with one
or more other drugs, to treat a serious or life-threatening disease or condition and preliminary clinical evidence
indicates that the product may demonstrate substantial improvement over existing therapies on one or more clinically
significant endpoints, such as substantial treatment effects observed early in clinical development. The FDA may take
certain actions with respect to breakthrough therapies, including holding meetings with the sponsor throughout the
development process; providing timely advice to the product sponsor regarding development and approval; involving
more senior staff in the review process; assigning a cross-disciplinary project lead for the review team; and taking
other steps to design the clinical trials in an efficient manner. In January 2015, OCA received breakthrough therapy
designation from the FDA for the treatment of NASH patients with liver fibrosis.

The FDA may also designate a product for priority review if it is a drug that treats a serious condition and, if
approved, would provide a significant improvement in safety or effectiveness. Certain other applications may also
qualify for priority review. The FDA determines, on a case-by-case basis, whether the proposed drug represents a

significant improvement when compared with other available therapies. A priority designation by the FDA is intended
to direct the agency s attention and resources to the evaluation of such applications, and to shorten the FDA s goal for
taking action on a marketing application from ten months to six months.

In addition, the FDA may grant accelerated approval to a drug for a serious or life-threatening condition that provides

meaningful therapeutic advantage to patients over existing treatments based upon a determination that the drug has an

effect on a surrogate endpoint that is reasonably likely to predict clinical benefit. The FDA may also grant accelerated

approval for such a condition when the product has an effect on an intermediate clinical endpoint that can be measured

earlier than an effect on irreversible morbidity or mortality, and that is reasonably likely to predict an effect on
irreversible morbidity or mortality or other clinical benefit, taking into account the severity, rarity, or prevalence of
the condition and the availability or lack of alternative treatments. Drugs granted accelerated approval must meet the
same statutory standards for safety and effectiveness as those granted traditional approval. In the case of
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unprecedented accelerated approval endpoints, this determination occurs during the review of the NDA. Unless
otherwise informed by the FDA, an applicant must submit to the FDA for consideration during the preapproval review
period copies of all promotional materials, including promotional labeling as well as advertisements, intended for
dissemination or publication within 120 days following marketing approval. After 120 days following
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marketing approval, unless otherwise informed by the FDA, the applicant must submit promotional materials at least
30 days prior to the intended time of initial dissemination of the labeling or initial publication of the advertisement.

As a condition of a grant of accelerated approval, the FDA may require that the sponsor perform one or more
controlled post-marketing clinical trials. Approval of a drug may be withdrawn if these trials fail to verify clinical
benefit or do not demonstrate sufficient clinical benefit to justify the risks associated with the drug (e.g., show a
significantly smaller magnitude or duration of benefit than was anticipated based on the observed effect on the
surrogate).

Ocaliva was granted fast track designation by the FDA for the treatment of patients with PBC who have an inadequate
response to or are intolerant of UDCA. In August 2015, the FDA accepted for review our NDA and granted priority
review for Ocaliva in PBC. On May 27, 2016, Ocaliva was approved under the accelerated approval pathway in the

United States for PBC in combination with UDCA in adults with an inadequate response to UDCA, or as
monotherapy in adults unable to tolerate UDCA.

Post-approval Requirements

Drugs manufactured or distributed pursuant to FDA approvals are subject to pervasive and continuing regulation by
the FDA, including, among other things, requirements relating to recordkeeping, periodic reporting, product sampling
and distribution, advertising and promotion and reporting of adverse experiences with the product. Once an approval

is granted, the FDA may withdraw the approval if compliance with regulatory requirements is not maintained or if
problems occur after the product reaches the market. Later discovery of previously unknown problems with a product
may result in new labeling information (e.g., warnings), customer training and/or education requirements, restrictions
on the product or even complete withdrawal of the product from the market. After approval, some types of changes to

the approved product, such as adding new indications, manufacturing changes and additional labeling claims, are
subject to further FDA review and approval. In addition, the FDA may require studies, trials, analyses, and

surveillance programs to monitor or evaluate the effect of approved products that have been commercialized, and the

FDA has the power to limit further marketing of a product, or seek withdrawal of approval, based on the results of

these post-marketing programs.

Drug manufacturers and other entities involved in the manufacture and distribution of approved drugs are required to
register their establishments with the FDA and certain state agencies, and are subject to periodic unannounced
inspections by the FDA and some state agencies for compliance with cGMP and other laws. Changes to the
manufacturing process are strictly regulated and often require prior FDA approval before being implemented. FDA
regulations also require investigation and correction of any deviations from cGMP and impose reporting and
documentation requirements upon the sponsor and any third-party manufacturers that the sponsor may decide to use.
Accordingly, manufacturers must continue to expend time, money, and effort in the area of production and quality
control to maintain cGMP compliance.

Failure to comply with the applicable U.S. requirements at any time during the product development process or
approval process, or after approval, may subject us to regulatory or statutory sanctions, any of which could have a
material adverse effect on us.

These sanctions could include:
refusal to approve pending applications;

withdrawal of an approval;

imposition of a clinical hold;
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product seizures;
total or partial suspension of production or distribution; or

injunctions, fines, disgorgement, or civil or criminal penalties.
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The FDA and other US state and federal authorities regulate marketing, labeling, advertising and promotion of
products that are placed on the market. Drugs may be promoted only for the approved indications and in a manner
otherwise consistent with the provisions of the approved label. The FDA and other authorities actively enforce the
laws and regulations prohibiting false, misleading, deceptive, or off-label promotional practices; violations of these
prohibitions can lead to significant liability. Additional regulations apply for advertising and promotion of products

approved under the accelerated approval pathway. Unless otherwise informed by the FDA, an applicant must submit
to the FDA for consideration during the preapproval review period copies of all promotional materials, including
promotional labeling as well as advertisements, intended for dissemination or publication within 120 days following
marketing approval. After 120 days following marketing approval, unless otherwise informed by the FDA, the
applicant must submit promotional materials at least 30 days prior to the intended time of initial dissemination of the
labeling or initial publication of the advertisement.

We rely, and expect to continue to rely, on third parties for the production of clinical and commercial quantities of our
products. Future FDA and state inspections may identify compliance issues at the facilities of our contract
manufacturers that may disrupt production or distribution, or require substantial resources to correct.

From time to time, legislation is drafted, introduced and passed in Congress that could significantly change the
statutory provisions governing the approval, manufacturing and marketing of products regulated by the FDA. In
addition, FDA regulations and guidance are often revised or reinterpreted by the agency in ways that may significantly
affect our business and our products. It is impossible to predict whether legislative changes will be enacted, or FDA
regulations, guidance or interpretations changed or what the impact of such changes, if any, may be.

In accordance with the applicable requirements under the accelerated approval pathway, we initiated our Phase 4
COBALT clinical outcomes confirmatory trial for Ocaliva in PBC in December 2014, following discussions with the
FDA. COBALT will be completed on a post-marketing basis. The study evaluates subjects across the spectrum of
PBC disease, including early and advanced PBC. We have agreed to evaluate the safety and efficacy of Ocaliva in
patients with moderate to severe hepatic impairment and as monotherapy in patients with PBC. In addition, we have
agreed to develop and characterize a lower dose formulation of Ocaliva to allow for once daily dosing in patients with
moderate or advanced hepatic impairment.

Risk Evaluation and Mitigation Strategy

The Food and Drug Administration Amendments Act of 2007 created a new section of the FDCA which authorizes
the FDA to require a REMS when necessary to ensure that the benefits of a drug outweigh the risks. Under a REMS,
the FDA may require various measures to address serious risks, such as training or registries, as well as steps to
monitor and assess the effectiveness of those measures. Such requirements may impose significant burdens on
prescribers, pharmacists or patients.

We do not have a REMS for Ocaliva for the treatment of PBC.
Patent Term Extension and Data Exclusivity

Depending upon the timing, duration and specifics of FDA approval of the use of our drug candidates, some of our
U.S. patents may be eligible for limited patent term extension under the Drug Price Competition and Patent Term

Restoration Act of 1984 (the Hatch-Waxman Act ). The Hatch-Waxman Act permits an extension of a patent term of
up to five years as compensation for patent term lost during product development and the FDA regulatory review
process. However, the extension of patent term cannot extend the remaining term of a patent beyond a total of 14
years from the product s approval date. The patent term extension period is generally one-half the time between the
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effective date of an IND, and the submission date of an NDA, plus the time between the submission date of an NDA

and the approval of that application. Only one patent applicable to an approved drug is eligible for the extension and

the application for extension must be made prior to expiration of the patent. The United States Patent and Trademark

Office, in consultation with the FDA, reviews and approves the application for any patent term extension or

restoration. Our primary composition of matter patent for OCA expires in 2022. In light of the U.S. marketing

approval of Ocaliva for PBC in May 2016, we have applied for an extension of the patent term for this patent in the
United States through 2027. In addition, in connection with the conditional approval of Ocaliva for PBC in the

European
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