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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”) for primary biliary cholangitis (“PBC”), and Intercept’s product development candidates,
including OCA for NASH, the timing and acceptance of Intercept’s 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 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 forwardlooking 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, retaining patients, meeting
specific endpoints in the jurisdictions in which it intends to seek approval or completing and timely reporting the results of its NASH or PBC clinical trials; Intercept’s ability to timely and cost-effectively file for and obtain
regulatory approval of its product candidates, including OCA for NASH, in the United States, Europe and its other target markets; 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 establish and maintain
relationships with, and the performance of, third-party manufacturers, contract research organizations and other vendors upon whom it is substantially dependent for, among other things, the manufacture and supply of
its products, including Ocaliva for PBC and, if approved, OCA for NASH, and its clinical trial activities; Intercept’s ability to identify, develop and successfully commercialize its products and product candidates, including
its ability to timely and successfully launch OCA for NASH, if approved; Intercept’s ability to obtain and maintain intellectual property protection for its products and product candidates, including its ability to costeffectively file, prosecute, defend and enforce any patent claims or other intellectual property rights; 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 among physicians, patients and healthcare payors; the availability of adequate
coverage and reimbursement from governmental and private healthcare payors for Intercept’s products, including Ocaliva for PBC and, if approved, OCA for NASH, and its ability to obtain adequate pricing for such
products; Intercept’s 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; 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 establish and maintain relationships with collaborators with development, regulatory and commercialization expertise; Intercept’s need for and ability to generate or obtain additional financing; Intercept’s
estimates regarding future 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; 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 in Intercept’s periodic filings filed with the U.S. Securities and Exchange Commission, including Intercept’s Annual Report on Form 10-K for the year ended
December 31, 2018.
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Background
• NASH is a major cause of liver-related morbidity and mortality1
• Liver-related mortality increases in patients with NASH with advancing fibrosis2, making improvement in fibrosis
a key therapeutic objective
• There are currently no approved pharmacological therapies for NASH
• Obeticholic acid (OCA), a potent and selective FXR agonist, improved liver histology in a Phase 2 trial (FLINT)
of patients with NASH3
• These results led to the pivotal REGENERATE Phase 3 study; top-line results of the interim analysis in NASH
patients with fibrosis stage 2 or 3 (Primary ITT Population) were reported at the 2019 International Liver
Congress™4

FXR, farnesoid X receptor; ITT, intent-to-treat; NASH, non-alcoholic steatohepatitis, OCA, obeticholic acid.
1. Angulo P, et al. Gastroenterology. 2015;149:389-397; 2. Dulai PS, et al. Hepatology. 2017;65(5):1557-1565; 3. Neuschwander-Tetri BA, et al. Lancet.
2015;385:956-965. 4. Younossi ZM, et al. J Hepatol. 2019;70(suppl 1):e5.
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Objective
Prespecified REGENERATE secondary analysis of the effect of OCA in the Expanded ITT Population*
• Patients with fibrosis stages 2 and 3
•

Patients with fibrosis stage 1 at increased risk of disease progression due to co-morbidities1

• Comorbidities included type 2 diabetes, obesity (BMI ≥30 kg/m2) or ALT >1.5 × ULN

* Expanded ITT Population has also been referred to as the Full Efficacy Population
ALT, alanine aminotransferase
1. Benedict M, et al. World J Hepatol. 2017;9(16):715-732.
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REGENERATE Study Design
Placebo (QD)
2,480 patients
Randomized 1:1:1

OCA 10 mg (QD)
OCA 25 mg (QD)
Months
0

18

48

EOS

Biopsies
Event driven

Month 18 Interim Analysis
Primary Endpoints
Fibrosis Improvement by ≥1 Stage
with No Worsening of NASH

OR

NASH Resolution
with No Worsening of Fibrosis

Study success was defined as achievement of one of these two primary endpoints
The interim analysis was conducted after 931 randomized patients with fibrosis stage 2 or 3 had or would have reached their actual/planned Month 18 visit (ITT Population).
EOS analysis of clinical outcomes to confirm clinical benefit.
EOS, end of study; QD, once a day.
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Study Eligibility Criteria
KEY EXCLUSION CRITERIA

KEY INCLUSION CRITERIA

▪ Biopsy-confirmed NASH
▪ Fibrosis stage 2 or 3 (NASH CRN)
– Exploratory cohort with fibrosis stage 1 and
concomitant risk factorsa

▪ NAFLD activity score (NAS) ≥4

▪
▪
▪
▪
▪
▪

Evidence of other chronic liver disease
Histologic presence of cirrhosis
Total bilirubin >1.5 mg/dL
ALT ≥10 × ULN
HbA1c >9.5%
Significant alcohol consumptionb

All biopsies were read centrally and at Month 18 biopsy slides were pair-read ensuring
that pathologists were blinded to both treatment assignment and biopsy sequence
aRisk

factors included type 2 diabetes, obesity (BMI ≥30 kg/m 2) or ALT >1.5 × ULN.
as >2 units/day for females and >4 units/day for males for >3 months within 1 year before screening.
BMI, body mass index; CRN, clinical research network; HbA1c, glycated hemoglobin; NAFLD, nonalcoholic fatty liver disease; NAS, NAFLD activity score; ULN, upper limit
of normal.
bDefined
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Prespecified Populations
Population

N

Definition

931

Patients with stage 2 or 3 fibrosis who received at least 1 dose of
study treatment enrolled by predefined cut-off date

Expanded Intent to
Treat

1,218

All interim analysis cohort patients randomized by the
predefined cutoff date, including all fibrosis stages (stages
1, 2, and 3), who received at least 1 dose of study treatment

Safety

1,968

All patients (with stage 1, 2, or 3 fibrosis) who received at least 1
dose of study treatment

Primary Intent to
Treat
Previously presented1

1. Younossi ZM, et al. J Hepatol. 2019;70(suppl 1):e5.
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Patient Disposition
Expanded ITT Population, N=1,218

Disposition, n (%)

Placebo
(n=407)

OCA 10 mg
(n=407)

OCA 25 mg
(n=404)

Completed Month 18 biopsy

330 (81)

328 (81)

320 (79)

Study discontinuation

62 (15)

73 (18)

64 (16)

Treatment discontinuation

92 (23)

94 (23)

107 (26)

Withdrawal of consent

32 (8)

30 (7)

21 (5)

Death

1 (<1)

0

0

Adverse event

29 (7)

27 (7)

60 (15)

Physician decision

3 (<1)

3 (<1)

9 (2)

Lost to follow-up

10 (2)

11 (3)

6 (1)
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Demographic and Baseline Characteristics
Expanded ITT Population

Characteristics
Age, years, mean (SD)
Female, n (%)
White, n (%)
Hispanic ethnicity, n (%)
Fibrosis stage 1, n (%)
NAS ≥6, n (%)
Type 2 diabetes,a n (%)
Laboratory parameters, mean (SD)
ALT, U/L
AST, U/L
Concomitant medication use
Lipid lowering, n (%)
Statins, n (%)
Antidiabetic medication, n (%)
TZD,a n (%)
Vitamin E,a n (%)

Placebo
(n=407)
54 (12)
231 (57)
338 (93)
65 (18)
96 (24)
256 (63)
220 (54)

OCA 10 mg
(n=407)
54 (11)
230 (57)
343 (91)
63 (17)
95 (23)
259 (64)
219 (54)

OCA 25 mg
(n=404)
54 (12)
233 (58)
325 (87)
63 (17)
96 (24)
258 (64)
224 (55)

79 (55)
57 (38)

75 (48)
54 (33)

80 (58)
55 (35)

230 (57)
186 (46)
212 (52)
5 (1)
52 (13)

217 (53)
178 (44)
221 (54)
9 (2)
44 (11)

212 (52)
170 (42)
211 (52)
5 (1)
46 (11)

Expanded ITT Population, N=1,218.
aRandomization was stratified based on presence of type 2 diabetes and treatment with glitazones (TZDs) or Vitamin E.
AST, aspartate transaminase; SD, standard deviation; TZD, thiazolidinediones; U/L, units per liter.
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Fibrosis Improvement by ≥1 Stage with No Worsening of NASH
Primary Endpoint: Expanded ITT Population
• The results in the Expanded ITT Population are similar to those observed in the Primary ITT analysis of patients
with fibrosis stage 2 or 3
50
p<0.0001

% Patients

40
p=0.03

30

21.0%
20

15.7%
10.6%

10

0

Placebo
n=407

OCA 10 mg
n=407

OCA 25 mg
n=404

Expanded ITT Population, N=1,218.
Primary endpoint definition: Fibrosis improvement by ≥1 stage (NASH CRN) with no worsening of NASH (defined as no worsening of hepatocellular ballooning, lobular
inflammation, or steatosis).
This primary endpoint was met in the Primary ITT Population.
P values are nominal.
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NASH Resolution with No Worsening of Fibrosis
Additional Primary Endpoint: Expanded ITT Population

50
p=0.0013

% Patients

40

30

p=0.09

20

14.9%
11.3%
10

7.9%

0

Placebo
n=407

OCA 10 mg
n=407

OCA 25 mg
n=404

Expanded ITT Population, N=1,218.
Primary endpoint definition: (i) overall pathologist diagnostic assessment of “no steatohepatitis,” and (ii) hepatocellular ballooning = 0 and lobular inflammation = 0 or 1, and
(iii) no increase in fibrosis stage from baseline.
Study success was defined as achievement of one of the two primary endpoints evaluated in the Primary ITT Population in the Month 18 interim analysis
P values are nominal.
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Resolution of Definite NASH with No Worsening of Fibrosis
Pathologist Diagnostic Assessment: Expanded ITT Populationa

50
p<0.0001

% Patients

40

30

p=0.08

20

25.0%
16.0%

11.8%
10

0

Placebo
n=407

OCA 10 mg
n=407

OCA 25 mg
n=404

Expanded ITT Population, N=1,218. .
aPost-hoc analysis with endpoint defined as: (i) overall pathologist diagnostic assessment of “no steatohepatitis,” and (ii) no increase in fibrosis stage from baseline.
P values are nominal.
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Changes From Baseline in ALT and AST Over Time

Mean* (SE) Change from Baseline
in AST (U/L)

Mean* (SE) Change from Baseline
in ALT (U/L)

Expanded ITT Population

10
0
-10
-20
-30
-40
-50
0

3

6

9

12

15

18

10

0

-10

-20

-30
0

Month

3

6

9

12

15

18

Month
Placebo (n=407)

Expanded ITT Population, N=1,218.
*Least square mean
SE, standard error.

OCA 10mg (n=407)

OCA 25mg (n=404)
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Percent Change in FIB-4 Scores Over Time by Fibrosis Responder Status*
Expanded ITT Population, Completers

Mean (SE) Percentage Change from Baseline
in FIB-4

• For this analysis, expanded ITT completers were used as 2 completed biopsies were necessary to assure
change in fibrosis stage

Worsening of Fibrosis by
≥1 Stage

No Change in Fibrosis
Stage

Improvement of Fibrosis by
≥1 Stage
20

20

20

10

10

10

0

0

0

-10

-10

-10

-20
0

3

6

9

12

Month

15

18

-20
0

3

6

9

12

15

Month

18

-20
0

3

6

9

12

18

Month

Placebo (n=71)

Placebo (n=168)

Placebo (n=99)

OCA 10mg (n=82)

OCA 10mg (n=176)

OCA 10mg (n=75)

OCA 25mg (n=106)

OCA 25mg (n=155)

OCA 25mg (n=64)

Expanded ITT Population, Completers only to assure we have 2 biopsies
*>1 stage improvement in fibrosis, no change in fibrosis stage, >1 stage worsening in fibrosis
SE, standard error.
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Safety and Tolerability
Safety Population, N=1,968
Overall safety profile
• Pruritus was the most frequent AE (19% placebo, 28% OCA 10 mg, 51% OCA 25 mg)
• Frequency of SAEs was similar across groups (11-14%)
• Three deaths, unrelated to treatment, occurred on study (placebo, n=2; OCA 25 mg, n=1)
Hepatobiliary
• Gallstone-related AEs occurred at a rate of <1%, 1% and 3% in placebo, OCA 10 mg and OCA 25 mg patients, respectively
• Pancreatitis, a more serious and potentially gallstone-related event, was rare and evenly distributed across treatment groups
(incidence <1% in all treatment groups)
• Hepatic SAEs were rare (<1% in all treatment groups). While more occurred in the OCA 25 mg group, there was no pattern
attributable to OCA and all cases were associated with confounding severe intercurrent illness and/or concomitant medications

Safety Population defined as all randomized patients with fibrosis stage 1, 2, or 3 who received at least 1 dose of study treatment.
AEs, adverse events; SAEs, serious adverse events
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Safety and Tolerability
Safety Population
Lipids and Cardiovascular

•

In patients receiving OCA, low-density lipoprotein cholesterol (LDLc) increased by month 1 and decreased thereafter,
approaching baseline by month 18

•

Statin therapy was initiated in 10% of placebo patients and 24% of each OCA treatment arm. Among OCA patients who
initiated statins, LDLc increases reversed and fell to below baseline levels by month 6

•

Incidence of cardiovascular AEs and SAEs was similar across the treatment groups (AEs: 5% placebo, 7% OCA 10 mg, and
6% OCA 25 mg; SAEs 2% placebo, 1% OCA 10 mg, 2% OCA 25 mg)

Glycemic Parameters
•

In patients with type 2 diabetes, OCA treatment was associated with an early transient increase in glucose and HbA1c with
return to levels similar to placebo by month 6

•

No clinically meaningful changes were noted in non-diabetic patients

Safety Population, N=1,968.
HbA1c, hemoglobin A1c; LDLc, low density lipoprotein-cholesterol
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Secondary Analysis of the REGENERATE Data in the Expanded ITT Population
Summary and Conclusion
• After 18 months of treatment, OCA improved liver fibrosis in the Expanded ITT Population, demonstrating
consistent efficacy with the primary study results
• Treatment with OCA also improved steatohepatitis and liver biochemistry in patients with NASH and fibrosis
stage 1 to 3
• AEs were mostly mild to moderate; the most common were consistent with the known profile of OCA
• The REGENERATE month 18 interim analysis results are based on surrogate endpoints considered reasonably
likely to predict clinical benefit
᠆ Longer term OCA treatment effect on clinical outcomes has not yet been demonstrated

• The study is ongoing through outcomes to characterize OCA’s clinical benefit
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