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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 our REGENERATE clinical trial, including the safety and efficacy of
obeticholic acid (“OCA”) for the treatment of liver fibrosis due to nonalcoholic steatohepatitis (“NASH”), and the use of a consensus panel biopsy-reading methodology; our planned New Drug Application (“NDA”) presubmission meeting with the FDA regarding OCA for the treatment of liver fibrosis due to NASH; our planned resubmission of an NDA to the FDA for OCA for the treatment of liver fibrosis due to NASH, and the potential
timing, review, acceptance, and approval of the NDA; and the potential commercial success of OCA for NASH, as well as our strategy, future operations, future financial position, future revenue, projected costs,
prospects, plans, and objectives.
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 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: The success of our existing business and operations, including Ocaliva for PBC; our ability to successfully commercialize Ocaliva for
PBC and, if approved, OCA for NASH; our ability to maintain our regulatory approval of Ocaliva for PBC; our ability to timely and cost-effectively file for and obtain regulatory approval of our product candidates on an
accelerated basis or at all, including OCA for NASH; our ability to address the issues raised in the complete response letter (“CRL”) received in June 2020 with respect to OCA for NASH; any advisory committee
recommendation or dispute resolution determination that OCA for NASH should not be approved or approved only under certain conditions; any future determination that the regulatory applications and subsequent
information we submit for our product candidates, including OCA for NASH, do not contain adequate clinical or other data or meet applicable regulatory requirements for approval; conditions that may be imposed by
regulatory authorities on our marketing approvals for our products and product candidates, including OCA for NASH, such as the need for clinical outcomes data (and not just results based on achievement of a surrogate
endpoint), any risk mitigation programs such as a REMS, 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, including in connection with our update to Ocaliva prescribing information in May 2021 contraindicating Ocaliva for patients with PBC and
decompensated cirrhosis, a prior decompensation event, or compensated cirrhosis with evidence of portal hypertension; 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, retaining patients, meeting specific endpoints, or completing and timely
reporting the results of our NASH or PBC clinical trials; the outcomes of interactions with regulators, including the FDA, regarding our clinical trials; 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; our ability to identify, develop, and successfully commercialize our products and product candidates, including our ability to successfully
launch OCA for NASH, if approved; 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 attract and retain key personnel to manage our business
effectively; our ability to prevent or defend against system failures or security or data breaches due to cyber-attacks, or cyber intrusions, including ransomware, phishing attacks and other malicious intrusions; our ability to
comply with data protection laws; costs and outcomes relating to any disputes, governmental inquiries or investigations, regulatory proceedings, 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, cash equivalents and short-term investments; our ability to acquire, license and invest in businesses, technologies, product candidates and products; our ability to manage the growth of
our operations, infrastructure, personnel, systems and controls; our ability to obtain and maintain adequate insurance coverage; continuing threats from COVID-19, including additional waves of infections, and their
impacts including quarantines and other government actions, delays relating to our regulatory applications, disruptions relating to our ongoing clinical trials or involving our contract research organizations, study sites or
other clinical partners, disruptions relating to our supply chain or involving our third-party manufacturers, distributors or other distribution partners, and facility closures or other restrictions, and impact of the foregoing on
our results of operations and financial position; the impact of general economic, industry, market, regulatory, or political conditions; and the other risks and uncertainties identified in our periodic filings filed with the U.S.
Securities and Exchange Commission, including our latest Annual Report on Form 10-K and/or Quarterly Report on Form 10-Q.
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Topline Results Overview
• The planned Interim Analysis of the REGENERATE F2 and F3 month 18 (M18) liver biopsies was
conducted under a Consensus Methodology.
• The same population of subjects, and the same biopsies that were read in the Original Analysis have been
re-read under this new methodology, in line with the FDA's guidance for “consensus” histology reads.

• The new Consensus Methodology results have shown that OCA 25 mg has again demonstrated a
statistically significant and clinically meaningful doubling of the antifibrotic effect versus placebo
responders.
• Since the prior analysis and submission, a larger population with longer duration on study has created a
more robust safety database.

• Treatment emergent adverse events (TEAEs), treatment emergent serious adverse events (TESAEs), and
deaths were generally balanced across the OCA and placebo treatment groups.
• The most common TEAE was pruritus (24% in placebo, 33% in OCA 10 mg, and 55% in OCA 25 mg) which
was also the most common cause for treatment discontinuation.
• Independent groups of experts have reviewed certain categories of safety events to provide a
blinded adjudication as specifically requested by FDA during the prior review.
• Overall safety and tolerability results enable a robust assessment for chronic dosing of OCA.
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Demographics and Baseline Disease Characteristics (N=2477)
▪ Characteristics were balanced across treatment groups
▪ Mean Age ~55 years
▪ ~60% female, 90% white
▪ Mean BMI ~34 kg/m2
▪ ~60% with diabetes at BL
▪ 1 in 4 patients have mild renal insufficiency
▪ Biomarkers consistent with advanced disease
▪ Histology showed 53% F3, 36% F2
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OCA 25 mg Antifibrotic Effect at M18 is Double the Effect of Placebo
Statistical Significance and Clinical Relevance Now Demonstrated Twice
EFFICACY: At least one stage improvement in fibrosis without worsening of NASH
• Results from Consensus Methodology were consistent with the Original Analysis conducted by central
pathologists and confirmed the antifibrotic treatment effect of OCA 25 mg at M18
– The consensus panel analysis showed a doubling of the proportion of responders versus the
placebo group: pbo 9.6% vs OCA 25 mg 22.4%, p<0.0001 (2019: pbo 11.9% vs OCA 25 mg 23.1%,
p=0.0002)
– The antifibrotic treatment effect of OCA 10 mg 14.1% (NS) observed at M18 was consistent with the
2019 analysis (17.6%, NS)
• A notable dose-response was observed for fibrosis improvement in both planned interim analyses with two
different reading methodologies
EFFICACY: Resolution of NASH with no worsening of fibrosis
• NASH Resolution with no worsening of fibrosis showed a numerically higher response in both OCA
treatment groups compared with placebo, but the proportion of responders for OCA 10 mg and OCA 25 mg
did not reach statistical significance

Antifibrotic Effect of OCA Demonstrated at M18 through Two Independent
Methodologies
Improvement of Fibrosis by ≥ 1 Stage without Worsening of NASH
Consensus Method Read

Original Analysis
p=0.0002

p<0.0001

Percent Responders

25.0

NS

23.1

NS

22.4

20.0

17.6
15.0

14.1
10.0

11.9
9.6

5.0

0.0
Placebo
(N=311)

OCA 10 mg
(N=312)

OCA 25 mg
(N=308)

Placebo
(N=311)

OCA 10 mg
(N=312)

▪ Notable doseresponse evident
in both biopsy
22.4reading
methodologies
▪ Doubling of the
antifibrotic effect
versus placebo
▪ Two independent
methodologies
▪ n=931 Intent-toTreat (NASH with
stage F2 and F3
liver fibrosis)

OCA 25 mg
(N=308)
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Resolution of NASH for OCA 10 mg and OCA 25 mg at M18 Shows Consistent Effect
Compared to Placebo Cohort
Resolution of NASH with No Worsening of Fibrosis
Consensus Method Read

Original Analysis

Percent Responders

25

11.7%
20

11.2

NS
15

11.2

10

NS

11.7

6.1

3.5%

8.0
6.1
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▪ Consistent trend for
both doses of OCA
shows numerically
more responders
6.5% placebo
than
▪ Two independent
methodologies
▪ n=931 Intent-toTreat (NASH with
6.5
stage
F2 and F3 liver
fibrosis)

6.5

3.5
0
Placebo
(N=311)

OCA 10 mg
(N=312)

OCA 25 mg
(N=308)

Placebo
(N=311)

OCA 10 mg
(N=312)
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(N=308)
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Robust Safety Dataset for Resubmission:
3.4-fold Increase in Exposure Relative to Original NDA
Original NDA

NDA Resubmission

26 Oct 2018

31 Dec 2021

1,968

2,480 (fully enrolled)

1,218

1995

Month 24 Visit

~300

1901

Month 48 Visit

None

976

~15 months

~42 months

Data Cut Off
Number of Subjects (n)
Randomized
Month 18 Visit

Exposure
Median
Total Exposure (Subject-years)

~2400*

3.4x

~8054*

*The sum across subjects of [(last-first dose)+1]/365.25; doesn't exclude drug holidays, interruptions, and missed doses.
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Summary of Safety & Tolerability
• Treatment emergent adverse events (TEAEs), treatment emergent serious adverse events (TESAEs) and
deaths were generally balanced across the OCA and placebo treatment groups.
• The most common TEAE was pruritus (24% in placebo, 33% in OCA 10 mg and 55% in OCA 25 mg)
which was also the most common cause for treatment discontinuation.

• Serious gallbladder related events occurred in <3% of subjects; consistent with the known MOA, OCA 25
mg had higher rates of biliary events including gallstones.
• Adjudicated hepatic safety events were numerically higher for OCA 25 mg and generally mild in severity.
• Frequency for adjudicated Core MACE (Major Adverse Cardiovascular Events [cardiovascular death, nonfatal MI and non-fatal stroke]) was low and balanced among treatment groups. Consistent with its MOA,
OCA treatment was associated with an increase in LDL at Month 1 and returned to near baseline values
by Month 12.
• Frequency of adjudicated acute kidney injury events was low (<1%) and balanced among the treatment
groups.
• Overall safety and tolerability results enable a robust assessment for chronic dosing of OCA.
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