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Cautionary Note Regarding Forward-Looking Statements
This presentation contains forward-looking statements, including, but not limited to, statements regarding the progress, timing and results of Intercept’s clinical trials, including its clinical trials for the
treatment of nonalcoholic steatohepatitis (“NASH”), the safety and efficacy of Intercept’s approved product, Ocaliva (obeticholic acid or “OCA”), the potential approval of OCA for indications other
than primary biliary cholangitis (“PBC”), the timing and potential commercial success of OCA and any other product candidates Intercept may develop and Intercept’s 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,” “could,” “should,” “possible,” “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 the date of this presentation, and Intercept undertakes no obligation to update any forward-looking statement except as required by law.
These forward-looking statements are based on estimates and assumptions by Intercept’s 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 Intercept’s
forward-looking statements: Intercept’s ability to successfully commercialize Ocaliva for PBC; Intercept’s ability to maintain its regulatory approval of Ocaliva for PBC in the United States, Europe,
Canada, Israel, Australia and other jurisdictions in which it has or may receive marketing authorization; the initiation, timing, cost, conduct, progress and results of Intercept’s research and
development activities, preclinical studies and clinical trials, including any issues, delays or failures in identifying patients, enrolling patients, treating patients or completing and timely reporting the
results of its NASH or PBC clinical trials; Intercept’s ability to timely and cost-effectively obtain regulatory approval of its product candidates, including OCA for NASH; conditions that may be
imposed by regulatory authorities on Intercept’s marketing approvals for its 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 its products or product candidates; any potential side effects associated with Ocaliva
for PBC, OCA for NASH or Intercept’s 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; Intercept’s ability to maintain its relationships with, and the performance of, third-party vendors upon whom it
is substantially dependent, including contract research organizations for its clinical trials and its third-party suppliers and manufacturers; Intercept’s ability to identify, develop and commercialize its
products and product candidates; Intercept’s ability to obtain and maintain intellectual property protection for its products and product candidates; Intercept’s ability to successfully commercialize its
product candidates, if approved; the size and growth of the markets for Intercept’s products and product candidates and its ability to serve those markets; the degree of market acceptance of
Ocaliva for PBC and, if approved, OCA for NASH or Intercept’s other product candidates, which may be affected by the ability of patients and healthcare providers to obtain coverage or
reimbursement from payors for its products and the extent to which such coverage or reimbursement is provided; Intercept’s ability to establish and maintain an effective sales and marketing
infrastructure directly or through collaborations with third parties; competition from existing drugs or new drugs that become available; Intercept’s 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; Intercept’s collaborators’ election to pursue research, development and commercialization activities; Intercept’s ability to attract and maintain
collaborators with development, regulatory and commercialization expertise; Intercept’s need for and ability to obtain additional financing; Intercept’s estimates regarding expenses, revenues and
capital requirements and the accuracy thereof; Intercept’s use of cash and short-term investments; Intercept’s ability to acquire, license and invest in businesses, technologies, product candidates
and products; Intercept’s ability to attract and retain key personnel to manage its business effectively; Intercept’s ability to manage the growth of its operations, infrastructure, personnel, systems
and controls; Intercept’s ability to obtain and maintain adequate insurance coverage; and the other risks and uncertainties identified in Intercept’s periodic filings filed with the U.S. Securities and
Exchange Commission, including Intercept’s Quarterly Report on Form 10-Q for the quarter ended September 30, 2018 and Annual Report on Form 10-K for the year ended December 31, 2017.

This presentation is intended for investor purposes only and is not intended for promotional purposes.

2

Our mission is to
build a healthier
tomorrow for people
with progressive
non-viral liver
diseases

Naomi,
Living with PBC
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Maintaining Our Leadership in Progressive Non-Viral Liver Disease
Our
Strategic
Pillars

01

02

03

Advancing our Leading
NASH Program

Building our Global
PBC Business

Expanding our Pipeline

Deliver Phase 3 REGENERATE
results and prepare for postapproval launch of OCA

Continue to drive Ocaliva market
penetration to maximize access
for eligible patients globally

Build portfolio of clinical-stage
programs leveraging our scientific
platform

Enroll Phase 3 REVERSE trial in
NASH patients with
compensated cirrhosis

Evaluate the potential for a next
generation combination regimen
with OCA for PBC patients

Diversify pipeline through
strategic business development

Explore potential combination
therapy studies

Commercial expertise and R&D innovation in liver disease
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Our Scientific
Platform: Inspired
by Regeneration
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FXR is a Key Regulator of Liver Health
In addition to their role in digestion and absorption, bile acids bind and activate
dedicated receptors like FXR (1-3)
FXR Regulates Multiple
Biological Processes(4-7)
•
•
•
•
•

Bile acid metabolism
Inflammation
Fibrosis
Glucose metabolism
Lipid metabolism

(2), (9), (13-15)

FXR

FXR

Bile acids
OCA

References: See slide 28 for references
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FXR is a Key Regulator of Liver Health
OCA is an analog of the bile acid chenodeoxycholic acid (CDCA), the natural FXR
ligand, but ~100x more potent(8)
FXR Regulates Multiple
Biological Processes(4-7)
•
•
•
•
•

Bile acid metabolism
Inflammation
Fibrosis
Glucose metabolism
Lipid metabolism

(2), (9), (13-15)

FXR

OCA

6a-ethyl chenodeoxycholic acid
FXR

Bile acids
OCA

6a-ethyl substitution

Due to OCA’s bile
acid-like properties,
it circulates
enterohepatically
and engages FXR in
both the liver and
intestine(9-11)
• FXR engagement
in the liver is
believed to be
critical to
successfully treat
pathologic injury
due to progressive
underlying
disease(12)

References: See slide 28 for references
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Pioneering
the Way in
NASH
Ruben,
Living with NASH fibrosis
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Progression to Advanced Fibrosis and Cirrhosis is Associated with
Severe Clinical Outcomes
Fibrosis is the Best Predictor of
Overall Mortality in NASH(1)
Compared to NASH patients with no
fibrosis, patients with advanced fibrosis
have an approximately 2-fold greater risk
of all-cause mortality or liver transplant,
while patients with cirrhosis have an over
3-fold greater risk

Some Key Complications of
Cirrhosis(2)




Ascites
Variceal bleeding
Hepatic encephalopathy

1.0

Cumulative Survival (%)



Liver Transplant-Free Survival Based
on Fibrosis Stage(1)

0.8

F0
0.6

F1
F2
F3

0.4

0.2

P < 0.001

F4

0.0
0

5

10

15

20

Follow-up (years)

References: 1. Angulo P, et al. Gastroenterology. 2015;149:389–397. 2. D’Amico G, et al. Journal of Hepatology. 2006;44(1):217-231.
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OCA is the Only Investigational NASH Drug That Has Shown Efficacy in
Improving Key Histologic Parameters in a Well-Controlled Phase 2 Trial(1)
Farnesoid X nuclear receptor ligand obeticholic acid for
non-cirrhotic, non-alcoholic steatohepatitis (FLINT): a
multicentre, randomised, placebo-controlled trial

Placebo-controlled randomized
Phase 2 FLINT trial included 200 paired biopsies over 72 weeks(2)
Primary endpoint met:
decrease in NAFLD Activity
Score (NAS) of at least two
points with no increase in
fibrosis score

OCA improved key
components of NASH(3),
including fibrosis, steatosis,
lobular inflammation and
hepatocellular ballooning(4)

OCA was generally well
tolerated

References: 1. NASH remains an investigational indication for OCA and these findings must be confirmed in further studies. 2. FLINT trial published online in Tetri et al. The Lancet and Supplementary Appendix on November 7, 2014. 3. Secondary
histological outcomes measures. 4. Despite these improvements in the individual histological features of NASH, the proportion of patients with resolution of NASH did not differ with statistical significance in patients treated with OCA compared with
placebo.
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OCA Has Shown Preliminary Evidence of Efficacy on Both
Approvable NASH Endpoints(1)
Published Analysis (Full Cohort)(2)
> 1 Stage Fibrosis Improvement
50%
40%

19%

20%
0%

n=102

>1 Stage Fibrosis Improvement w/o Worsening of NASH(6)
50%

35%

30%
10%

Post-Hoc Analysis(3)
(REGENERATE-matched cohort: F2 & F3 Fibrosis)(4)

p=0.004

OCA

n=98
Placebo

40%
20%
10%
0%

25%

13%

15%

20%
10%

5%

5%

n=102
OCA

p=0.08

p=0.02

OCA

n=57
Placebo

n=98
Placebo

20%

15%

10%
0%

n=55

NASH Resolution(7) w/o Worsening of Fibrosis

22%

20%

21%

30%

NASH Resolution(5)
25%

40%

0%

7%
n=55

p=0.03

OCA

n=57
Placebo

References: 1. NASH remains an investigational indication for OCA and these findings must be confirmed in further studies. 2. Data from FLINT trial published online in Tetri et al. The Lancet and Supplementary Appendix on November 7, 2014; All pvalues compared to placebo. 3. 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.
4. Neuschwander-Tetri, B. (2018) Efficacy and Safety of Obeticholic Acid in Patients with Non-Alcoholic Steatohepatitis and Significant Fibrosis Using Endpoint Definitions and Populations Accepted for Registrational Studies. Presented at the American
Association for the Study of Liver Disease, San Francisco, CA. 5. Secondary histological outcome. Showed improvement, although not statistically significant. Defined as either not NAFLD, or NAFLD but not non-alcoholic steatohepatitis on week 72
biopsy (pathologist discretion). 6. Defined as no worsening of hepatocellular ballooning, lobular inflammation or steatosis. 7. Defined as no fatty liver, or simple steatosis without steatohepatitis accompanied by a disappearance of hepatocellular
ballooning (score of 0 for ballooning) and no or residual inflammation (score of 0 or 1 for lobular inflammation).
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We Have a Comprehensive, Industry-Leading NASH Development
Program

F1*

F2

F3
Interim Analysis Population

F4
Compensated Cirrhosis

REGENERATE

REVERSE

• NASH patients with F2, F3 and high-risk
F1 fibrosis

• NASH patients with
compensated cirrhosis

• Interim analysis on ≥750 F2/F3 patients

• Targeting enrollment
of ~540 patients

• Targeting >2,300 patients for outcomes

Decompensated Cirrhosis

* Exploratory group of NASH patients with stage 1 liver fibrosis with comorbid risk factors (defined as diabetes, obesity or active liver inflammation (ALT >1.5X ULN)) will also be enrolled, but not included in the primary endpoint analyses.
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REGENERATE: Our Global Phase 3 Trial in NASH Fibrosis

Placebo
OCA 10 mg
OCA 25 mg

Entry Criteria(1):

• Biopsy-confirmed NASH
• Fibrosis stage 2 or 3

End of Study

72 Week Interim Analysis

Interim primary surrogate endpoints:
Fibrosis Improvement with no worsening of NASH, or
NASH Resolution(2) with no worsening of fibrosis

Final Outcomes
Analysis(3)

Interim analysis in ≥ 750 F2/F3 patients in 1Q 2019 anticipated to
serve as basis for approval

References: 1. Exploratory group of NASH patients with stage 1 liver fibrosis with comorbid risk factors (defined as diabetes, obesity or active liver inflammation (ALT >1.5X ULN)) will also be enrolled, but not included in the primary endpoint
analyses. 2. Hepatocyte ballooning score of 0 and residual or no inflammation (“objective definition”). 3. EOS endpoint: Occurrence of pre-specified number of clinical events.
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REVERSE: Our Global Phase 3 Trial in NASH Cirrhosis

Placebo
OCA 10 mg
OCA 10 mg
Entry Criteria:
• Confirmed NASH diagnosis
• Fibrosis stage 4
(compensated cirrhosis)

OCA 25 mg

Week
12

Week
52

Primary surrogate endpoint:
Fibrosis improvement with no worsening of NASH
Completion of enrollment targeted in 2019
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Patients Included in Our Clinical Development Program are Believed
to Represent the Majority of NASH Patients Under Care in the U.S.(1)
A majority of patients
diagnosed and under
treater care are:

F2
F4

F3

The majority of these
patients are believed to
be under the care of:
 Gastroenterologists
 Hepatologists

Majority of NASH patients under treater care are believed to have been
diagnosed and found specialist care without liver biopsy

References: 1. Intercept market research
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Delivering
Hope to
People Living
with PBC
Jo-Anne,
Living with PBC
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Primary Biliary Cholangitis (PBC) is an Autoimmune Cholestatic
Liver Disease
Primarily affects
women, afflicting

1 in 1,000
women over
the age of 40(1,2)

Has been one of the

leading causes
of liver failure
and transplant
in women in the U.S.(3)

Jennie,
Living with PBC

References: 1. Al-Harthy N, et al. Hepat Med. 2012;4:61-71. 2. Poupon R, et al. J Hepatol. 2010;52(5):745-758. 3. Lasker, et al. Br J Halth Psychol. 2011;16(3):502-527.
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Strong Global Launch of Ocaliva


$125M worldwide net sales in the
nine months ended Sept. 30, 2018



36% sales growth in the nine
months ended Sept. 30, 2018 vs.
the comparable prior year period



Significant number of first time
prescribers

$47M
$43M

$35M

1Q 2018

2Q 2018

3Q 2018

Worldwide Net Sales
This presentation is intended for investor purposes only and is not intended for promotional purposes.
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We are Focused on Commercial Execution and Expanding Market
Access Globally to Drive Revenue Growth
U.S.

International

Award winning
patient communications
programs1

Enhanced
messaging

Increased customer
coverage by 50% among
GIs & hepatologists

Organized multiple
speaker programs

 Regulatory approval in more than 30 countries globally
 Reimbursement achieved in 14 countries outside the U.S.

References: 1. Cambridge BioMarketing. (November 2017).

This presentation is intended for investor purposes only and is not intended for promotional purposes.

19

Expanding Our
Pipeline
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We Are Focused on Expanding Our Pipeline

Combination
Therapies

Pursuing Solutions
for Patients with
Progressive Liver
Diseases

Obeticholic
acid

Business
Development

New
Indications

Dual
FXR/TGR5
Agonists

Next
Generation
Selective
FXR Agonists

INT-787

INT-767
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We Will Evaluate the Benefits of Combining Bezafibrate and OCA
Therapy in PBC and Other Liver Diseases
Ocaliva (obeticholic acid)

Bezafibrate

Bezafibrate is a pan-peroxisome proliferator-activated
receptor (PPAR) agonist previously studied in PBC,
but it is not approved in the U.S. for any indication


Ocaliva is currently the only approved secondline therapeutic option for PBC patients in the
U.S., EU, Canada and several other countries



Plan to initiate Phase 2 study to evaluate the
efficacy, safety and tolerability of bezafibrate in
combination with OCA in patients with PBC
Goal is to develop a fixed dose combination
regimen for PBC and potentially other indications
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Maintaining Our Leadership in Progressive Non-Viral Liver Disease
Our
Strategic
Pillars

01

02

03

Advancing our Leading
NASH Program

Building our Global
PBC Business

Expanding our Pipeline

Deliver Phase 3 REGENERATE
results and prepare for postapproval launch of OCA

Continue to drive Ocaliva market
penetration to maximize access
for eligible patients globally

Build portfolio of clinical-stage
programs leveraging our scientific
platform

Enroll Phase 3 REVERSE trial in
NASH patients with
compensated cirrhosis

Evaluate the potential for a next
generation combination regimen
with OCA for PBC patients

Diversify pipeline through
strategic business development

Explore potential combination
therapy studies

Commercial expertise and R&D innovation in liver disease
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Thank You

Bel,
Living with PBC
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Ocaliva® (obeticholic acid) U.S. Important Safety Information
WARNING: HEPATIC DECOMPENSATION AND FAILURE IN INCORRECTLY DOSED PBC PATIENTS WITH CHILD-PUGH CLASS B OR C OR DECOMPENSATED CIRRHOSIS
• In postmarketing reports, hepatic decompensation and failure, in some cases fatal, have been reported in patients with Primary Biliary Cholangitis (PBC) with decompensated cirrhosis
or Child-Pugh Class B or C hepatic impairment when OCALIVA was dosed more frequently than recommended.
• The recommended starting dosage of OCALIVA is 5 mg once weekly for patients with Child-Pugh Class B or C hepatic impairment or a prior decompensation event.
Contraindications
OCALIVA is contraindicated in patients with complete biliary obstruction.
Warnings and Precautions
Hepatic Decompensation and Failure in Incorrectly-Dosed PBC Patients with Child-Pugh Class B or C or Decompensated Cirrhosis
In postmarketing reports, hepatic decompensation and failure, in some cases fatal, have been reported in patients with decompensated cirrhosis or Child-Pugh B or C hepatic impairment when OCALIVA
was dosed more frequently than the recommended starting dosage of 5 mg once weekly. Reported cases typically occurred within 2 to 5 weeks after starting OCALIVA and were characterized by an acute
increase in total bilirubin and/or ALP concentrations in association with clinical signs and symptoms of hepatic decompensation (e.g., ascites, jaundice, gastrointestinal bleeding, worsening of hepatic
encephalopathy).
Routinely monitor patients for progression of PBC disease, including liver-related complications, with laboratory and clinical assessments. Dosage adjustment, interruption or discontinuation may be
required. Close monitoring is recommended for patients at an increased risk of hepatic decompensation. Severe intercurrent illnesses that may worsen renal function or cause dehydration (e.g.,
gastroenteritis), may exacerbate the risk of hepatic decompensation. Interrupt treatment with OCALIVA in patients with laboratory or clinical evidence of worsening liver function indicating risk of
decompensation, and monitor the patient’s liver function. Consider discontinuing OCALIVA in patients who have experienced clinically significant liver-related adverse reactions. Discontinue OCALIVA in
patients who develop complete biliary obstruction.
Liver-Related Adverse Reactions
Dose-related, liver-related adverse reactions including jaundice, worsening ascites and primary biliary cholangitis flare have been observed in clinical trials, as early as one month after starting treatment
with OCALIVA 10 mg once daily up to 50 mg once daily (up to 5-times the highest recommended dosage). Monitor patients during treatment with OCALIVA for elevations in liver biochemical tests and for
the development of liver-related adverse reactions.
Severe Pruritus
Severe pruritus was reported in 23% of patients in the OCALIVA 10 mg arm, 19% of patients in the OCALIVA titration arm, and 7% of patients in the placebo arm in a 12-month double-blind randomized
controlled trial of 216 patients. Severe pruritus was defined as intense or widespread itching, interfering with activities of daily living, or causing severe sleep disturbance, or intolerable discomfort, and
typically requiring medical interventions. Consider clinical evaluation of patients with new onset or worsening severe pruritus. Management strategies include the addition of bile acid resins or
antihistamines, OCALIVA dosage reduction, and/or temporary interruption of OCALIVA dosing.
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Ocaliva® (obeticholic acid) U.S. Important Safety Information (cont.)
Reduction in HDL-C
Patients with PBC generally exhibit hyperlipidemia characterized by a significant elevation in total cholesterol primarily due to increased levels of high-density lipoprotein-cholesterol (HDL-C). Dosedependent reductions from baseline in mean HDL-C levels were observed at 2 weeks in OCALIVA-treated patients, 20% and 9% in the 10 mg and titration arms, respectively, compared to 2% in the
placebo arm. Monitor patients for changes in serum lipid levels during treatment. For patients who do not respond to OCALIVA after 1 year at the highest recommended dosage that can be tolerated
(maximum of 10 mg once daily), and who experience a reduction in HDL-C, weigh the potential risks against the benefits of continuing treatment.
Adverse Reactions
The most common adverse reactions from subjects taking OCALIVA were pruritus, fatigue, abdominal pain and discomfort, rash, oropharyngeal pain, dizziness, constipation, arthralgia, thyroid function
abnormality, and eczema.
Drug Interactions
Bile Acid Binding Resins
Bile acid binding resins such as cholestyramine, colestipol, or colesevelam adsorb and reduce bile acid absorption and may reduce the absorption, systemic exposure, and efficacy of OCALIVA. If taking a
bile acid binding resin, take OCALIVA at least 4 hours before or 4 hours after taking the bile acid binding resin, or at as great an interval as possible.
Warfarin
The International Normalized Ratio (INR) decreased following coadministration of warfarin and OCALIVA. Monitor INR and adjust the dose of warfarin, as needed, to maintain the target INR range when
coadministering OCALIVA and warfarin.
CYP1A2 Substrates with Narrow Therapeutic Index
Obeticholic acid, the active ingredient in OCALIVA, may increase the exposure to concomitant drugs that are CYP1A2 substrates. Therapeutic monitoring of CYP1A2 substrates with a narrow therapeutic
index (e.g. theophylline and tizanidine) is recommended when coadministered with OCALIVA.
Inhibitors of Bile Salt Efflux Pump
Avoid concomitant use of inhibitors of the bile salt efflux pump (BSEP) such as cyclosporine. Concomitant medications that inhibit canalicular membrane bile acid transporters such as the BSEP may
exacerbate accumulation of conjugated bile salts including taurine conjugate of obeticholic acid in the liver and result in clinical symptoms. If concomitant use is deemed necessary, monitor serum
transaminases and bilirubin.
Please see Full Prescribing Information, including Boxed WARNING and Medication Guide for OCALIVA.
To report SUSPECTED ADVERSE REACTIONS, contact Intercept Pharmaceuticals, Inc. at 1-844-782-ICPT or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
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