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Gheen, Valery (NIH/NHLBI [E]

From: David Shapiro <dshapiro@intercepipharma.coms
e G G T = e Friday Jargary ST T0TEADE PR — = = T T T T e e m e e L
To: Sherker, Avereli (NIH/NIDDK) {E]; Linda Robertson
Ce: Tonya Marmon; Leigh MacConeli; Dco, Edward {NIH/NIDDEK) [E}; Carr, Catherine
(NIH/NIDDK) [E]. Hoofnagle, Jay (NIH/MIDDK) [EL; Torrance, Rebecca {NIH/NIDDX} [E]
Subject; RE: Action items from NIDDK-Intercept meeting regarding FUNT study
Averell

Thank you — we thought the meeting was constructive too. We received the redacted FDA
information this morning from lvana.

As discussed yesterday, Linda is working on the letter to you and hopes to send it to you by the
end of the day {in California).

With Best Wishes,

David
- -
David Shapiro, MD
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From: Sherker, Averell (NIH/NIDDK) [E] [mailto:gverell.sherker@nih.gov]
Sent: Friday, January 31, 2014 3:33 PM
To: Linda Robertson'

Cc: David Shapiro; Tonya Marmon; Leigh MacConell: Doo, Edward (NIH/NIEDK) [E}; Carr, Catherine (NIH/NIDDK) [E];
Hoofnagle, Jay (NIH/NIDDK) [E); Torrance, Rebecca (NIH/NIDDK) [E]
Subject: RE: Action items from NIDDK-Intercept meeting regarding FLINT study

Thank you, Linga.

t believe that we had a productive meeting yesterday,

The redacted IND submission was sent 10 David Shapire by tvara Vaughn of the DCC this morming.

Kind regards,
Averell

Avercll BE Sherlier, MDD, PROP(C)
Scientific Advisor for Viral Hepatitis and Liver Diseases

i Diseazes Reseaich Branch
alioned nstkite of Dahetes and Digestive and Kidney Disoas +3
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From: Lindz Robertson [mailto:lrobertson@interceptpharma.com)
Sent: Friday, Janvary 31, 2014 2:27
To: Sherker, Averell (NIH/NIDDK) [E]

Cc: David Shapira; Tonya Marmon; Leigh MacConell; Doo, Edward (NIH/NIDDK) [E]; Carr, Catherine (NIH/NIDDK) [E]
Subject: Action items from NIDDK-Intercept meeting regarding FLINT study

Dear Averell,

It was a pleasure meeting you and your colleagues today. We greatly appreciate your time and consideration. As
requested, the following are the action items that were discussed at the meeting:

Intercept to provide by Jan 31:
1) Overview of Intercept’s regulatory obligations with reference to global repulaticns and guidelines as
apprapriate
2} Preferred FLINT data package per regulatory obligations
3} Alternate proposals for addressing regulatory obligations
4} SEC reporting requirements
NIDDK to provide by Jan 31:

1} Timeline for providing redacted copy of IND information amendment informing FOA of DMC decision 1o halt
treatment in FLINT study

We 2lso agreed to schadule 3 meeting next week, inciuding aporopriate legal and regulatory representation, to gain
concurrence on next steps. | wanted to thank you again for taking the time to meet with us. It was very useful to more
fully understand your concerns regarding the dissemination of data from the FLINT study and to discuss Intercept’s
concerns regarding regulatory compliance. We alsa consider maintaining the integrity of the study of utmost
importance and will be completely mindful of this within the constraints of SEC and regulatory requirements, | am
cenfident that we can agree in 2 timely fashion on a path forward that addresses both yaur concerns regarding data
dissemination and our regulatory obligations. in the meantime, please ‘et me know if you have any questions.

Best regards,

Linda

Linda Robertson, Ph.D.
VP, Regulatory Affairs and Quality Assurance
Intercept Pharmaceuticzls
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4350 La Jolla Village Dr. Suite 950

intercepipharma.com

This message and any altachments are intended only for the use of Ihe addressee and may contain information that is
priviteged and conlidential. If the reader of the massage is not the intended recipisnt or an authorized representative of
the intended recipient, you are hereby notified that any dissemination of this communication is strictly prohibited. i you

have received this communication in error, notify the sender immediately by return email and delete the messace and any
altachments from your system.

This message and any attachments are intended cnly for the use of the addressee and may contain information that is
privileged and confidential, If the reader of the message is not the internded recipient or an authorized representative of
the intended recipient, you are hereby nofified that any dissemination of this communication is stsictly prohibited. I you

have received this communication in error, nofify the sender immediately by return email anc delete the message and any
atlachments from your system.
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Gheen, Valery (NIH/NHLBJ) {E]

. Bom: __ __ _______ DavidShapiro <dshapiro@interceptpharmacom> . _ . _ _ _
Sent: Thursday, January 23, 2014 559 PM
To: Sherker, Averell {NIH/NIDDK) [E]
Ce: Linda Robertson; Leigh MacConeli; Tonya Marmon
Subject: RE: MIDDK - Intercept meeting
Averell

This is better still —thanks so much.

With Best Wishes,

Dawvid

David Shaiiru, MD
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From: Sherker, Averell (NIH/NIDDK) [E] [mailto:averell.sherker@nih.gov]
Sent: Thursday, January 23, 2014 2:26 PM

To: "David Shapiry’

Cc: Doo, Edward (NIH/NIDDK) [E]; Linda Robertson; Leigh: Tonya Marmon
Subject: RE: NIDDK - Intercept meeting

David,

Qur affices are actually off campus, and are not burdened by security. We are in the same complex as {adjoining) the

Bethesda Marriott Suites Hotel. There is an outdeor parking ot within the complex {beside Democracy One} where you
can park.

i you make your way to the &§" Flaor reception area, the receplionist {Migdalia) will fet me know when you arrive.

Averell

Directions to Democracy Two
(6707 Democracy Boulevard, Bethesda, Marviand 20817)
From 1-495 (Capital Beltway) in Northern Virginia:
Take 1-495 (Capital Beltway) northbound (Inner 1oop).
Stay to the [efl and enter 1-270 North at the 12270 spur.
Take Exit 1 to Democracy Boulevard.
Yield right, heading east on Democracy Boulevard,

5. Turp left oato Fernwood Drive, Building is on the left.
From I-495 (Capital Beltway) in Maryland:

1. Tuake 1-495 (Capital Beltway) westbound (Outer Loop}.
2. Siay to the right to enter [-270 Nortlt at the 1-270 spur.

H

1
2
3.
4
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3. Tuke Exit 1A and turn left at the wop of the ramp onto Old Georgetown Road.
4. Turn right emo Democracy Boulevard.

S. Turn right ento Fermwood Drive. Building is on vour lefi.
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From: David Shapiro [mailio;dshapiroRinterceptpharma.com]

Sent: Thursday, January 23, 2014 17:08

To: Sherker, Averell (NIH/NIDDK) [E]

Cc: Doo, Edward (NIH/NIDDK) [E]; Linda Robertson; Leigh; Tonya Marmon
Subject: RE: NIDDK - Intercept meeting

Averell

Thank you — this is appreciated and obviously we'll be happy to discuss any additional topics
that you may have.

As | recall, security at NiH is pretty tight — so I assume we’ll come to the front gate and they
will contact you.

if there are any more specific directions that will ensure we get to the right place on time,
please let me know.

i look forward to seeing you next week.

With Best Wishes,

L] L]
David Shapiro, MD
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From: Sherker, Averell (NIH/NIDOK) [E] [mailto:averel!.sherker@nih.cov]
Sent: Thursday, January 23, 2014 12:56 PM

To; 'David Shapiro’

Cc: Do, Edward (NIH/NIDDK) [E]

Subject: RE: NIDDK - Intercept mesting

David,

I have bezn able to arrange for @ meeting roem in our offices on Thursday, January 30 at 9 am. Catherine Carr and
H

Vandana Chawla will be available to attend. it wouid probably be best to meet in my office on the & floor, and we can
procead to the conference room together.

| fook forward to meeting with vou: next week,
Avered

Averell 1. Sheekor. MY, RO
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Scientific Advisor for Viral Hepatitis and Liver Diseases

Livier Disenascs Reszarch Branch
Magongt stitute of Diabztes and Digentive and Kidney Diseases
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E707 Democracy Bivd, Room (G532
Buthesds MDD 20892-5450 (uze 2J817 tor exprass mail)
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From: David Shapiro iito:dshapiro&in [Ma.com]

Sent: Monday, January 20, 2014 21:15

To: Sherker, Averell (NIH;NIDDK) [E]; Doo, Edward (NIH/NIDDK) [£]

Cc: Linda Robertson; Tonya Marmon; Roya Hooshmand-Rad; Cathi Sciacca; Leigh
Subject: NIDDK - Intercept meeting

Dear Avereil, Ed

As discussed, | am attaching a proposed agenda for our meeting next week. As you will see,
some of this relates to our regulatory obligations for our PBC NDA and seme to FLINT. |am
sure Linda would be pleased if Catherine Carr would be able to participate as well.

It is likely that you will have additional topics, please free tc add them.

As we have to get back to San Diego, we would prefer to have a meeting in the morning - but
will fit in with your plans, so please can you let us know when the meeting will be as soon as
convenient, as we need to make flights accordingly.

Again, it is gratifying that FLINT has produced a strong signal — it is clear that the lipid data
mandates further evaluation {(which we have already started). The strength of the media
signal surprised us all. We look forward to continuing our collaboration as NIDDK and the
NASH CRN bring the study to its successful conclusion.

With Best Wishes,
Pavid

David Shapiro, MD



Gheen 5401-364-4308 p.9

SESRE IRET FARE: Sy A TR I SN I AP Y ST S SRR I 1 CIEI PR R Tl P LR JAFPI ML i SRR T R BT TSI N RN S ST

EM -l D

LR LR R R L P I R S TR T AU AT, PRI SR TR I LN S TOT e S I (RN N LR T Lt AT R A S LR

-

e i LR RN LR LFET Eb o RN RUHESFICE TR W N T PP T ot SN0 S P E e SUTNE S P T I TS DU TR O W ARET PR T S S [N

et R e Ty uE s Leer

This message and any attachments are intended only for the use of the addressee and may contain information that is
privileged and confidential. If the reader of the massage is not the intended rec.pient or an authorized representative of
the intended recipient, you are hereby notified that any dissemination of this communication s strictly prohibited. If you
have recewved this communication in error, notify the sender immediately by return email and delete the message and any
altachments from your system.

This message and any attachments are intended only for the use of the addressee and may contzin information that is
privileged and confidential. If the reader of the message is not the intended recipient or an authorized representative of
the intended recipient, you are hereby notified that any dissemination of this communication is strictty prohibited. If you
have received this communication in emor, notify the sender immediately by return email and delete the message and ny
attachments from your system.

This message and any attachments are intended only for the use of the addressee and may contzin informaticn that is
privileged and confidential. If the reader of the message is not the intended recipient or an authorized representative of
the intended recipient, you are heredy notified that any dissemination of this communication is strictly prohibited If you
have received this communication in error, notify the sender immediately by return email and delete the message and 2ny
altachments from your system
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e e e e m e ELINTNEDDI - e rceptMeeting — - oo e o oo

Time: 30" January 20, 2014

Intercept:
David Shapiro, MD
Linda Robertson, PhD — Regulatory Affairs
Leigh MacConell, PhD - Clinical Research
Tonya Marmon, DePH - Statistician
NIDCDK: TBD

Proposed Agenda

1. FUNT Timing - NIDDK
a. Review of FLINT timing:
i. WNotification of FDA
it. For presentation at AASLD ~regular or late breaker submission?
ifi. For publication
2. Intercept Regulatory Issues - much of this can be discussed with the DCC on the Quarterly FLINT
call
a. General Regulatory Obligations & Plans
i. Annual OCA safety report — cutoff Jan 31%
i. Annual IND Update (& Investigator Brochure update) — cutoff mid Apri!
iil. Intercept PBC NDA Timing Overview
1. Time: NDA/MAA submission goal: December 2014
b. Intercept NASH IND
i. Possibility of ‘breakthrough’ designation
ii. OCA NAFLD lipid study — planned for 2014 & to open intercept IND
ii. Likelihood of FDA request for FLINT data — and potential responses
3. Comumunications
a. Press release review
b. NIDDK plans for press release at AASLD
¢.  Timing of abstract public availability
4. NIDDK CRN - Future Plans
a. Status of sub-studies
b. Potentizl for OCA evaluation in future studies
5. Administrative & Financial
3. Intercept change of NY & San Diegoe addresses
b, CRADA expiry ~6/28/2014
€. Reimbursement & process for preparation and customization of raw data (CRADA B.9.3
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Gheen, Ualﬂ (NIH/NHLBI) [E]

From: David Shagiro <dshapiro@interceptpharma.com>
- 7 Semt: 77 _ffrﬁrsday. Enuari.r 16, 2014 11:47 AM T o/ T T T
To: Sherker, Averell (NIH/NIDDK} [E]
Cc Hoofnagle, Jay (NIH/NIDDK! [E}: Doo, Edward (NIH/NIDDK) [E]; Cathi Sciacca; Roya
Hooshrmand-Rad
Subject: RE: NIDDK Intercept Meeting

No problem. Will do.

with Best Wishes,
David

David Shapiro, MD

This message and any attachments are intended only for the use of the addressee and may contain information that is
privileged and confidential.

If the reader of the message is not the intended recipient or an authorized representative of the intended recipient, you
are hereby notified that any dissemination of this cammunication is strictly prohibited. If you have received this
communication in error, nolify the sender immediately by return email and delete the message and any attachmeants
from your system.

—--+(riginal Messape—---

From: Sherker, Averell {NIH/NIDDK] [E) [mailte:avere!l.sherker@nih.gov]

Sent: Thursday, January 16, 2014 8:46 AM

To: 'David Shapiro'

Cec: Hoofnagle, Jay {NIH/NIDDK) [E}; Doo, Edward (NIH/MIDDK) §E]; Cathi Sciacca; Roya Hooshmand-Rad
Subiject: RE: NIDDK Intercept Meeting

David,

Please call my office at that time, _

| look forward to speaking with you,
Averel]

----Qriginal Message-—--

From: David Shapiro [mailto:dshapirc@mterceptpharma.comj
Sent: Thursday, January 16, 2014 11:01

To: Sherker, Avereil (NIH/NIDDK) [£]

Cc: Hoofnagle, Jay (NTH/NIDDK] [E); Doc, Edward [NIH/NIDDK} [E]; Cathi Sciacca; Roya Hooshmand-Rad
Subject: RE: NIDDK Intercept Meeting

Avarell
Thank yvou.

Spm EST will work well, tcan call you - or could you call 858-558-8020, please?

1
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| look forward to speaking to you.

With Best Wishes,
David

IS message and any attachments are intended only for the use of the addressee and may contain information that is
privileged and confidentiz!l.

If the reader of the message is not the intended recipient or an authorized representative of the intended recipient, you
are hereby notified that any dissemination of this cammunication is strictly prohibited. if you have received this
communication in error, notify the sender immediately by return email and delete the message and any attachments
from your system,

---—Qriginal Message.-—-

From: Sherker, Averell (NIH/NIDDK] [E] [maiitozaverell sherker@nih.gov]
Sent: Thursday, January 16, 2014 7:13 AM

To: 'DShapira@interceptpharma.com’

Cc: Hoofnagle, Jay (NIH/N!DDK) [E]; Doo, Edward {NIH/NIDDK) [E}
Subject: Re: NIDDK Intercent Meeting

David,

| was wondering if you would be available to speak at 5Pivi EST today.
Alternatively, we could try 1o set something up for tomorrow.

Regards,
Pversll

-—-- Original Messags ---—

From: David Shapiro [mailto:dshapiro @interceptpharma.com]
Sent; Tuesday, January 14, 2014 07:02 PM Eastern Standard Time
To: Doo, Edward (NIH/NIDDK) [E}; Sherker, Avera!l (RIH/NIDDK) [E)

Cc: Sciacca Cathi <cistiacca@yahoo.com>; MacConell Leigh PhD <dmacconell@interceptpharma.com>; M. Robertson
Linda <LRobertson@interceptpharma.coms>
Subject: NIDDK intercept Maeting

Averell and Ed
Could you give me a call please? We are poing to be in BC for a meeting with the FDA on January 25th and it would ke a
good oppoertunity if we could briefly meet and map out the future timeline for the study - ideally on the 30th.

As you are probably aware, we've been riding a roller coaster the past week and are getting lots of questions abaut the
future public miiestones for the study. 1 think it would be helpful for both parties if we could clarify the timeline - this
may miake things easier for both you and us {as | suspect both of us have been surprised by the media attention of the
past week).

We are a2lso planning to conduct a study in NASH patients in the near

future to evaluate hipid particle sizes and lipid sub-fractionation to better understand the lipid findings. This creates an
unusual regulatory circumstance where we may need 1o file an IND on a drug tnat is already in trials under another

sponsor's IND. P'm sure this is solvable - likely with the collaboration of both our and your reguiatory experts.

F,
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In any case [ think it would be helpful if we could discuss these issues - preferably face to face.

I'm headed up to San francisco this evening and wifl return on Wednesday night,

——— A L ——— TEE—— T P . S A sareTETL S LENG S —— e e o e e e = AW R — R Ee— e

With Best Wishes,
David

David A. Shagiro, MD

Sent from my iPhone {so excuse the typos)

This message and any attachments are intended only for the use of the addressee and may contain information that is
privileged and cenfidential.

If the reader af the message is not the intended recipient or an authorized representative of the intended recipient, you
are hereby natified that any dissemination of this communication is strictly prohibited. If you have received this

communication in error, notify the sender immediately by return email and delete the message and any attachments
from your system.

This message and any attachments are intended only for the use of the addressee and may contain information that is
privileged and confidential.

If the reader of the message is not the intended recipient or an authorized representative of the intended recipient, you
are hereby notified that any dissemination of this communication is strictly prohibited. If you have received this

communication in error, notify the sender immediately by return email and delets the message and any attachments
from your system.

This message and any attachments are intended only for the use of the addressee and may contain information that is
privileged and confidential.

If the reader of the message is not the intended recipient ar an authorized representative of the intended recipient, you
are hereby notified that any dissemination of this communication is strictly prohibited. {f you have received this
commaunication in error, notify the sender immediately by return email and delete the message and any attachments
from your system.
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Gheen, Uale:! (NIH/NHLBI) [E]

_ from:  ___ __ _ _._ _bavdShapiro <dshapiro@interceptpharmacom>
Sent: Friday, January 10, 2014 5:56 PM i ' T
YTor: sherker, Averell (INIH/NDDK) [E]
Subject: Re: NIDDK Stalement to be Llced ac< a Standardized Response to Madia inquiries
Averell

The lipid information is specific and | think will cause issues.

If this hasn't been issued already can we discuss first. At least it would be good ta mention that similar findings had
been seen previously.
With Best Wishes,

David

David A. Shapiro, MD

Sent from my iPhone (so excuse the typos)

On Jan 10, 2014, at 5:33 PM, "Sherker, Avere!l {NIH/NIDDK] [£]" <averell sherker@nih.gov> wrote:

David,

The NIDDK and the NASH CRN investigators have had a number of media reguests for edditional
information related Lo FLINT. We have developed the attached statement as a standardized response to

specific media inquiries. However, because results are preliminary and the trial is angoing, we are nol
granting intervisws.

Kind regards,

Avercll 1K Sherker, MDD, FRCIP(C)
Scientiic Advisor for Viral Hepatitis and Liver Diseases

Livar Diseases Researcn Branch

natonz! Instuie of Diabates and Jigestive and Ridney Diszase
hiabona’ Insthivies of Haalih

6707 Democracy Blvg, Room B53

Bethasoa MDD 20822-5450 qpzs 20557 D sopress mzih

(1]

mall averel seerke@aib gov

MIH...Tuming Discovery Into Health®

<image0D1 jpg>

<FLINT XA trial statenent pdt>
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Gheen, Vale:! {NIH/NHLBI)} [E]

From: David Shapirc <dshapiro@interceptpharma.com>
T sent: T T Friday January 10, 2014 5:53 PM

To: Sherker, Averell (NIH/NIDDK) [E]

Subject: Re: NIDDK Statement to be Used as a Standardized Response 1o Media Inguiries

Averell

Fm about to ieave IFK 10 go home. | suggest we speak on Monday. | had no idea the press release would have the
impact it did - #t's rather scary!

} understand (& agree with the communication policy). After thinking about the timing of the dats, realized that of
course you need the final data for presentation and publication - rather than the interim data.

We have our quarterty call next week and I'll work on an agenda from cur end this weekend. Getting safety data for our
PBC NDA a still a priarity.

WWe're going to be at the FOA on Jan 29th and think it would be a good idea of we were to sit down the following day to
discuss timelines anc other issues wel! ahead of time - but we can discuss next week.

Again, thank you for your efficient communications. It is 2 pleasure 1o collabarate with you.

With Best Wishes,
David

Sent from my iFhone {so excuse the typos)

On Jan 10, 2014, at 5:33 PM, "Sherker, Avereli (NIH/NIDDK] (E]" <averell.sherker@nib.pov> wrote:

Dawvid,

The NIDDK and the NASH CRN investigators have had a number of media requests for additional
information reiated to FLINT. We have developed the attached statement as a standardized response to
specific media inguiries. However, because results are preliminary and the trial is ongoing, we are not
granting interviews,

Kinc! regards,

Averell H. Sherker, MDD, PFROCP{(C)
Scientific Advisor far Viral Mepatitis and Liver Diseasas

Livet Dizcaces Reszarch Rianch

Fisil.onal nsututc of Diabetes and Cigestve sos Kicnay sagszs
Wational Insatutes ¢! Heelinh

A0V Democracy Bivd Rocra €52

Brinosda Rl 2030020400 fuse 20577 1o Cxpress waln!

_ 1
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Interim Results of the FLINT Clinical Trial

Statement from the NIH's National Institute of Diabetes and Digestive and Kidney Diseases
lanuary 10, 2014

The NiH-funded FLINT clinical triaf of obeticholic acid {OCA) for the liver disease nonalcoholic
steatohepatitis (NASH) is a phase 2b study to test the effectiveness and further evaluate the
safety of OCA. FLINT enrolied 283 patients. More than half have completed 72 weeks of
therapy with either OCA or placebo and had an end-of-treatment liver biopsy. At the end of
therapy, patients are followed for another 24 weeks. The study protocol called for an interim

analysis of histology and safety parameters after half of patients had completed treatment and
had an end-of-treatment liver biopsy.

Based on the strength of these preliminary, interim results showing that OCA has a significant
beneficial effect on liver damage due to NASH—and with the Data Safety and Monitoring
Board’s concurrence—NIDDK decided to stop treatment, move all patients into the 24-week
follow up phase of the trial, and perform no additional liver biopsies—which carry their own
risks. While treatment is being stopped early, the study is not over.

FLINT interim resuits also found disproportionate lipid abnormalities {increased total
cholestercl with increased LDL and decreased HDL cholesterol) in patients on OCA compared to
those on placebo. As lipid abnormalities are common in people with NASH, following all FLINT
patients the full 24 weeks after stopping the drug will help determine whether lipid problems
return to pre-OCA levels and weigh potential risks and benefits of the drug.

Our first priority following the decision to stop active treatment is to inform patients about
interim results and give them additional instructions. For example, patients who are still taking

study drugs are being notified that they should continue taking them until they return for a
clinic visit on or before January 20. '

To better understand the potential benefits and risks of OCA, the study will continue to collect
information on patients until they have completed foilow up visits. Investigators and patients
will not know who received OCA or placebo until patients have their final visit 24 weeks after
stopping the study drug.

NIDDK does not typically release interim results as they are preliminary. But as results have
already been made public, we are providing limited additional information, giving a broader
‘context for the findings. Additionat information on the study wiit be available when the trial-
has been completed and all data have been thoroughly analyzed and presented to the
broader scientific community, in 10 to 12 months.
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Gheen, ‘UaIEE (NIH/NHLBI) {E]

From: David Shapiro <dshapiro@interceptpharmacom>
‘Sentt 7 Wednesday, January 08, 2014 8:44 PM

To: Sherker, Averell (NIH/M:DDK) [E]

Subject: BE: FLINT [ntercept Press Release

Attachments: FLINT Jan 9 2014 _PENULTIMATE.docx

Averell

Thank you, Mark further twesaked it while | was flying.

Your changes were incorporated {although spelling out FLINT was moved down into the FLINT
explanatory paragraph} ~ and Mark got rather flowery recognizing NIDDK {as you'll see) and
inciuded more specifics on the endpoint.

We hope to get an recruitment update from DSP, our Japanese partner shortly {their 200
patient trial looked to be fully recruited this month).

The PR will be sent out early tomorrow morning {around 8:30am),
Thank you again.

With Best Wishes,
David

B Db o b o e el Gree s iR s no b g e tai e B atid an Gt o aiday, ad ol conn b osiced B the semnd e sl g
ML, o3 o 0s o0 thie s it conprnnt 2 dnearihan e e ate ol Bhe e eard e il it ke sy oo s th Uiy st a0 Thin
R UM | TR L Ts: P E Tt h-L et ] S ) COMSCIO U T G R ST I | O | FHR SETY O S FEELAA S WL f GRS AR P I T I I S PR TLT I A CTURI  1 | W « S Eo CUH TR TEUG LT |

atinshemects oy sl deitoag,

From: Sherker, Averell (NIH/NIDDK) [El [mailto:averell sherkeri@nib.gov]
Sent: Wednesday, January 08, 2014 &6:46 PM

To: 'David Shapirc’

Subject: RE: FLINT Intercept Press Release

Sorry David..my bad!
Here is the attachment.

Avergil

From: David Shapiro [mailto:dshapiro@interceptpharma.com]
Sent: Wednesday, January 08, 2014 18:16
To: Sherker, Averell (NIH/NIDDK) [E]

Subject: Rer FLINT Intercept Press Release

Ayarell
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Intercept Announces NASH Primary Endpoint Met: FLINT Trial Stopped Early for
Efficacy Based on Highly Statistically Significant Improvement in Liver Ristology —~ ~ ~

NEW YORK, Januzary 9, 2014 (GlobeNewswire) — Intercept Pharmaceuticals, Inc. (NASDAQ: ICPT)
(Intercept) today announced that the FLINT trial of obeticholic acid (OCA) for the treatment of
nonalccholic steatohepatitis (NASH) has been stopped early for efficacy based on a planned interim
analysis showing that the primary endpoint of the trial has been met. FLINT is 2 multi-center, double-
blind, placebo-controlied clinical trial assessing the safety and efficacy of a 25 mg oral dose OCA
administered daily to biopsy-proven adult NASH patients over a 72-week treatment period. The trial has
been sponsored and conducted by the National institute of Diabetes & Digestive & Kidney Diseases
{NIDDK), 2 part of the National Institutes of Health, at eight leading US academic hepatology centers
comprising the NIDDK's NASH clinical research network (CRN).

The decision to stop FLINT has been based on the recommendation of the Data Safety Monitoring Board
{DSMB) which reviewed liver biopsy data from before and at the end of the freatment period in
approximately half of the 283 randomized patients in accordance with a planned interim efficacy analysis.
This analysis demonstrated that OCA treatment resuited in a highly statistically significant improvement
{p=0.0024 on an intention-to-treat basis) in the primary histological endpoint, defined as a decrease in the
NAFLD Activity Score (NAS) of at least two points with no worsening of fibrosis, as compared to placebo,
This interim efficacy analysis, which included all patients who had not yet completed the 72-week
treatment period as non-responders, met the pre-defined stopping guideline threshold of p<0.0031.

“The unexpected early stopping of FLINT due to OCA meeting the primary endpoint with such high
significance is a major milestone,” said Mark Pruzanski, M.D., Chief Executive Officer of Intercept. “NASH
has grown to epidemic proportions worldwide, having become a leading cause of cirrhosis and liver
fallure. On its current trajectory, the disease is projected to become the leading indication for liver
transplant. | am deeply grateful to the NIDDK and the NASH CRN for their longstanding commitrnent both
to improving our understanding of the disease and to sponsoring ambitious trials like FLINT in their quest
to identify novel treatments for patients suffering from NASH.”

Intercept will discuss NASH and the FLINT trial during the previously announced conference ¢all and
audio webcast scheduled to take place today at 4.30 p.m. EY. The live event will be available on the
investor page of the Intercept website at hitp:/ir.interceptohanma.com or by cziling (855) 232-3919
{domestic) or (315) 625-8894 (international) five minutes prior to the start time. A replay of the call will be
available on the Intercept website approximately two hours after the completion of the call and will be
archived for two weeks.

About FLINT

The Earnesoid X Receptor Ligand Obeticholic Acid in Nonalcoholic Steatohepatitis Treatment (FLINT)
‘frial has been sponsored and conducted by the National Institute of Diabeles & Digestive & Kidney
Diseases {NIDDK). FLINT enrolled 283 aduit NASH patients at eight US centers comprising the NIDDK’s
NASH clinical research network. Patients were randomized to receive either a 25 mg dose of OCA or
placebo for 72 weeks. Patients enrolled in the trial were qualified based on a diagnosis determined by
liver biopsy at the start of the trial with a NAFLD Activity Score (NAS) of four or greater and with a score
of at least one in each componant of the NAS eight point scale (steatosis 0-3, lobular inflammation C-3,
baliooning 0-2). End of study biopsies were conducted in patients after the 72-week treatment period,
with all biopsies centrally scored in a blinded fashion. Furtaer details can be found at

http:/fciinicaltrial. gov/ct2/show/NCT01265493,
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Intercept’s collaborator Dainippon Sumitomo Pharma is conducting 2 second NASH trial in Japan. This
i e ——Yrighis-avaluatingthe-safety-and-efficacy-oka onrce-daily-dose-of-OGA as sompared-to-placeborwith-

targeted enroliment of 200 patients. As of December 31, 2013, [X] patients have been recruited and the
trial is projected to be completed [by the end of 2015].

About NASH

NASH is a serious chronic liver disease caused by excessive fat accumulation in the liver that, for
reasons that are still incompletely understood, induces chronic inflammation which leads to progressive
fibrosis (scarring) that ¢can Jead to cirrhosis, eventual liver failure and death. There are currently no drugs
approved for the treatment of NASH. Studies have shown that over a ten year period at least 10% of
NASH patients will ¢evelop cirrhosis, and liver-related mortality dus to this disease is ten-fold that of the
general population. According to recent epidemiclogical studies, it is estimated that approximately 12% of
the U.S. adult population has NASH, while 2.7% (potentially more than six million patients) are believed to
have advanced liver fibrosis or cirrhosis due o progression of the disease. The proportion of liver
transplants atiributable to NASH nas increased rapidly in past years and over the next decade the
disease is projected to become the leading indication for liver transplant ahead of chronic hepatitis C and
alcoholic fiver disease.

About intercept

Intercept is a biopharmaceutical company focused on the development and commercialization of novel
therapeutics to treat orphan and more prevalent liver diseases utilizing its expertise in bile acid chemistry.
The company's lead product candidate, obeticholic acid (OCA), is a bile acid analog and first-in-class
agonist of the famesoid X receptor (FXR). OCA is being developed for a variety of chronic liver diseases
including NASH, primary biliary cirrhosis (PBC), portal hypertension and bile acid diarrhea. OCA has
received orphan drug designation in both the United States and Europe for the treatment of PBC.
Intercept owns worldwide rights to OCA outside of Japan and China, where it has out-licensed the
product candidate to Dainippon Sumitomo Pharma. For more information about intercept, please visit the
Company's websile at: www.intercepipharma.com.

Safe Harbor Statements

This press refease contains “forward-looking statements” within the meaning of the Private Securities
Litigation Reform Act of 1985, including, but not fimited to, statements regarding the trajectory of the
growth of the market for NASH; the utility of the selected endpoint; the acceptance by regulatory
authorities of the trial endpoint or results; clinical, preclinical and regulatory developments for Intercept's
product candidates; the anticipated timaframe for the commencement, completion and receipt of resuits
from the clinical trials in OCA and for the making of regulatory submissions; the anticipated results of our
clinical and preclinical trials and other development activities; and our strategic directives under the
caption "About Intercept.” These "forward-looking statements” are based on management's current
expectations of future events and are subject to a number of risks and uncertainties that could cause
actual results to differ materially and adversely from those set forth in or implied by such forward-locking
statements. These risks and uncertainties include, but are not limited to: the initiation, cost, timing,
progress and resuits of Intercept's development activities, preclinical studies and clinical trizls: the timing
of and intercept's ability to obtain and maintain regulatory approval of OCA, INT-767 and any other
product candidates it may develop, and any related restrictions, limitations, and/or warnings in the labe! of
any approved product candidates; Intercept’s plans ta research, develop and commercisize future
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product candidates; the election by Intercept's collaborators to pursue research, development and

—e e COAEVET Gl ZBlIOR-BCtVIie s - Rtercept s-ability-to-atiraet-collaborators-with devetopment reguiatoryandg— —— —~——— —
commercialization expertise; Intercept’s ability to obtain and maintain inteilectual property protection for
its product candidates: Intercept's ability to successfully commerciatize its product candidates; the size
and growth of the markels for Intercept’s product candidates and its ahility to serve those markets; the
rate and degree of markel acceptance of any future products; the success of competing drugs that are or
become available; regulatory developments in the United States and other countries; the performance of
third-party suppliers and manufacturers; Intercept’s ability to obtain additional financing; Intercep!s use of
the proceeds from s initial public offering in October 2012 and fellow-on offering in June 2013; the
accuracy of Intercept’'s estimates regarding expenses, future revenues, capital requirements and the
need for additional financing; the loss of key scientific or management personnel; and other factors
discussed under the heading "Risk Factors” contained in Intercept's annual report on Form 10-K for the
year ended December 31, 2012 filed on April 1, 2013 as well as any updates to these risk factors filed
from time to time in Intercept's other filings with the Securities and Exchange Commission. All information
in this press release is as of the date of the release, and Intercept undertakes no duty {o update this
tnformation unless required by law.

CONTACT: For more information about intercept, please contact Barbara Duncan or Senthil Sundaram,
both of intercept Pharmaceuticals at 1-646-747-1000.

SQURCE: Intercept Pharmaceuticals
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From: David Shapirc <dshapiro@interceptpharmacom>
Sent: Wednesday, January 08, 2014 6:48 PM

To: Sherker, Averelt {NIH/NIDDK) {E]

Subject: Re: FLINT Intercept Press Release

Thanks. Mark tells me he's been making further edits during the day. We'll incarporate your changes and U'll be back to
you later this evening,

S0rrY....

With 8est Wishes,
David

David A. Shaiim, MD

Sent from my iPhone (5o excuse the typos)

On Jan §, 2014, at £:46 PM, "Sherker, Averell (NIH/MIDDK] [E]” <averell.sherker@mib gov> wrote:

Sorry David...my bad!
Here is the attechment.

Averell

From: David Shapiro [mailto:dshapiro@interceptpharma.com]
Sant: Wednesday, January OB, 2014 18:16

To: Sherker, Averell (NIH/MIDDK) [E]

Subject: Re: FLINT Intercept Press Release

Averel]
I've just literally touched down and am reading this on my iPhone. However, | don't think there's an
attachment - if it was sttached: sorry {I'll get it at my hotel} but if it wasn't, please send.

tn any case, I'f try to give you a call over the next coupie of days.
Thanks for beEing so hefofur,

With Best Wishes,
David

David A. Shapiro, MD

se the typos}

On jan $, 2014, at 12:29 P, "Sherker, Averell {NIH/NIDDK) [€]" <avesell.sherker@nih.gov> wrote.

1



Gheen 540-364-4308 p.22

Dawvid,

This louks good. | have made some miner suggested edits in track changes.

Regarcs, T o -
Averell
From: David Shapiro [mailto:dshapiro@interceptpharma.com’

Sent: Wednesday, January (8, 2014 (4:58
To: Sherker, Averell (NIH/MNIDDK) [E]
Subject: FLINT Intercept Press Release
Importance: High

Averell

Thanks for staying in touch with me during a busy week.
| am attaching the planned press release which | think reflects:

a. The critical information that we have

b. That the study was NIDDK sponsored and conducted

c. Further information will be available when it is presented in

an appropriate forum [EASL I hopel).
We'd like to send this out after the close of business today — so it will
be available first thing tomorrow. As it happens, we had a planned
press refease and investor 4™ Quarter press conference
{teleconference) aiready pianned for tomorrow — at which we will
announce that we are going to start deubie blind, multicenter,
placebo controlied studies in PSC and portal hypertension - so the
timing is excellent.
I'm flying to NYC this afternoon from London {leaving 1515, arrived
1800} — so U'li pick up email as soon as | fand.
Let me know if you have any comments or concerns, please. Legally,
we have to get a release out tomorrow.
Again, thank you.

With Best Wishes,
David

David Shapiro, MD

This message and any attachments are intended only for the use of the addressee and
2

L
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may contain information that is privileged and confidential. If the reader of the message is
not the intended recipient or an authorized representative of the intended recipient, you
are hereby notified that any dissemination of this communication is strictly prohibited. 1f
you have received this communication in error, notify the sender immediately by retum

email and delete the message and any attachments from your system. —_— —

This message and any attachments are intended only for the use of the addressee and may contain
infermation that is privileged and confidential. if the reader of the message is not the intended recipient or
an authorized representative of the intended recipient, you are hereby notified that any dissemination of
this communization is strictly prohibited. if you have received this communication in error, notify the
sender immediately by return email and delete the message and any attachments from your system.

<FLINT Jan 9 2014_Draft DAS CLEAN.ahs edit.doex>

This message and any attachments are intended only for the use of {he addressee and may contain information thet is
privileged and confidential. If the reader of the message is not the intended recipient or an authorized representative of
the intended recipient, you are hereby notified that any dissemination of this communication is strictly prohibited. If you
have received this communication in emor, notify the sender immediately by return email and delete the message and any
attachments from your system.
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Intercept Announces Primary Endpoint Met in Interim Analysis of Phase 2b FLINT
Trial in NASH - Trial Stopped Early Based on Highly Statistically Significant
Improvement in Liver Histology

NEW YORK, January 8, 2014 (GlobeNewsanre) — Intercept Pharmaceuticals, Inc. {(NASDAQ: ICPT)

(Intercent) today i has been informed that the NIDDK-spansored . Faraesoid X Becannr Linand . - { Formatted: Foot. 102, Jot Boid

Qinticholic Acid in hzasinninlic Steatohrpatts Trestment Tria (FLINT) ficl-of obeticholic acid (OCA) for
the trealment of nonalccholic steatchepatitis (NASH) has been stopped early based on a planned interim
analysis showing that the prmary efficacy endpoint of the rial nas been met. FLINT is a muhi-center,
double blind. placebo controlied, Phase 2b dinical trial assessing the safety and efficacy of a 25 mg ocal
dose OCA administered daily ta biopsy-proven acull NASH patients over a 72 week treatment period.
The tial is being congucted by the National Institute cf Diabstes & Digeslive & Kidney Diseases (NIDDK),

NIDDK's NASH chnical research netwosk (CRN),

FLINT has beon stopped based on the recommendatior: of the study’s Data Safely Monitoring Cumissiitee
Pesared (DSMBC) which reviewed liver biopsy data from betore and afler 18 month of study therapy in
zpproximately half of the 283 randomized patients in accordance with a plarned inlarim efficacy analysis.
This analysis demonstrated that OCA treatment resulied in a highly statislically significant improvernant
(p=0.0024 or anintention to treat analysis) in the primary histologica! endpoint, defined as a decrease in
the NAFLD Aclivity Scare (NAS) of at least twe points with no worsening of fibrosis, compared with
placebo. This met the pre-cefined stopping guideling of p<0,0031.

Intercep! vill discuss NASH ard the FLINT Inal during the previously anrounced conference call and
audio webceast scheduled to take placs today &t 4:30 p.m. ET.

“The unzxpecied early stopping of FLINT for efficacy due to OCA meeting the primary endpoint with such
high significance s highly welcome and is a major miesione for both tntercept and patients with NASH"
said Mark Pruzanski, M.D., Chief Executive Officer of Infercept. *NASH has grown ‘o epidemic
propartions worldwide and there is a remendous unmet medical need to identify appropriste treatmerits
for this patient population. This positive news comes on the hocis of the completion of the 12 month
doutfe-blind phase of our Phase 3 POISE trial in primary bitiary cirrhosis (PBC). as welt as encauraging
resulls in our open label trials 'n Zirrhol.c patients with portat hypertension and bite acid diarhea. Taken
together, this highlights the therapeutic potential of OCA in a rangs of chvonic liver and intestinal diseases
where there are curently few, if any, effective treatments avaflable o patents’. Data from the PBC
POISE study are expected in the second quarter of 2014,

About FLINT

FLINT ervolled 283 patients a: the eight US canters comprising the Nationaf insfitute of Diabetes and
Digestive and Kidney Diseases (NIDDK}-sponsored NASH clinica! research network. Patients were
randomized (o receive either a 25mg dese of OCA or placebo for 72-weeks, Patients enrolied in the triat
were qualiliad based on 2 diagnosis determined by liver biopsy at the slant of the tial with a NAS ¢f four

__cr greater and with g score of at least one in each component of NAS (sizatosic 0-3. jobular inflammation

C-3, baliconing 0-2). End of study biopsies wore conducted in patients afte- 72 weeks of treatment, with
&h biopsies centrally scored n a blinded fashion. The s:udy was sponsored and conducled by NIDDK.
Further details can be found at hitpYicknica trial.gov/ct2/showNCTD1265498,

In adcition to FLINT, Intercepl’s coflaborator Dainippon Sumitoms Pharma has initated a second Phase 2
NASH triat in Japan. This trial 1s evaluating the safely and efficacy of a once-daily dose of OCA4 as
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compared to placeba. with a targeted envolment of 200 pates. Thes tria’ is anticipated to be compieted
in the first hal! of 2016.

About NASH

NASH is a serious chroric liver disease tausaed by excessive fat accumuiation in the liver that, for
reasons that are stil! iIncompletely understood. induces chronic inflammation which leads to progressive
fibrosis {scarringi that can lead lo cinhosis, eventual Bver failure and death. There are currently no drogs
approved for the freatmant of NASH. Studies have shown that over a ten yaar period at least 10% of
NASH patients wil develop drrhosis and ver-related moriality is ten-fold that of the general population. It
is estimated that up to 12% of the U.S. population has NASH, while approximately 2.7%, or more than
eight milion patients, have advanced fiver fibrosis or sirthosis due to NASH. The proportion of fiver
fransplants attributed to NASH has increased rapidly in past yaars (16 over 10%) and the disease is
projected te become the leading indication for ransplant ahead of chronic hepatilis C and alcoholic fiver
disease over the next decade.

About Intercept

Intercept is a biopharmaceutical company focused on the development and commercialization of novel
therapeutics to treat orphan and more prevatent liver diseases utiizing its expertise in bile acic chemistry.
The company's lead product candidate, obelicholic acid (QCA), is a bile acid analog and first-in-class
agonist of 1he famesoi X receplor (FXR). OCA is belng deveoped for a variety of chronic liver diseases
including NASH, primary biliary cirrhosis (PBC), portal hypertension and bite acid dianthea. QCA has
received erphan drug designation in beth the United States and Europe for the treatment of PBC.
Intercept owns worldwice rights to OCA outside of Japan and China, where it has outdicensed the
product candidate (o Dainippon Sumitecmo Pharma. For more inforrmation about interczpt, plezase visit the
Company’s website at: www.inlerceplpharma.com.

Sale Harbor Statements

This press refoase contains “forward-locking statements” within the meaning of the Private Securities
Litigation Reform Act of 1995, including. but not limited (o, statemoents rega-ding the utility of the selected
endpoint; the acceplance by regulatory authorities of the trial endpoint or resuits: dinical, pradinical and
regulaory develapments for intercept's product candidates; the anlicipaled timeframa for the
commencement, completion and receipt of results from the cinical tnals in OCA and for the making of
regulalory submissions; the anticipated resulls of our clinical and preclinical rials and other developmenk
activities; and our sirategic directives under the caption “About Intercept.” These “forwardJooking
stalemants™ ara based on management's current expeciations of futere events and are subject tc a
number of risks and uncertainties that coukd cause actual results to differ materially and adversaly from
those set forth in or implied by such forward-locking statements. These risks and uncertainties include,
but are nel fimited to: the initiation, cost, tirning, progress and results of Inlercept's development activities.
precinicz] swdies and chinical trials: the iming of and Inlercept’s ability 1o obtain and maintain regulatory
approval of OCA, INT-787 and any other product candidales it may develop, and any related reslrictions,
imitations. and/or warnings in the fabel of any approved product candidates. Intercept's plans to
fesearch, davelop and commercialize future product candidaies: the election by intercept's collaborators
to pursue research, devetopmen: and commaercialization activities; Intercept’s ability to atiract
callaborators with devalopment, reguiaiory ard commercialzalion expertise; intercept’'s ability to obtain
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and maintain inlellectual property protection for its preduct candidates; Intercept's ability to successhully
comemerciakize its product candidates; the size and growth of the markets for Inlercept's product
candwdates and its ability to serva those markets: the rate and degree of market acceptance of any future
products; the success of competing drugs that are or become available; regulatory developments in the
Unitad States and other countries: the performance of third-party suppliers and manutacturess; intercept’s
ability to obtain additional Fnancing: intercept's use of the proceeds from its initial public offering in
QOctaber 2012 and follow-on offering in June 213; the accuracy of Intercept's eslimates regarding
expenses, luture revenues, capital requirements anc the need for additional financing; the loss of key
sciertific or management personne!; and other factors discussed under the heading "Risk Factors™
condained in Infercept's annual report on Form 10-K for the year ended December 31, 2013 filed on April
%, 2013 as well as any updates to these risk fators flied from time to time in Intercept's other filngs with
the Securities and Exchange Commission, Alt information in this pross refease Is as of the date of the
release. and Intercept undertakes no duly to update this information untess required by law.

CONTACT: For more informat on abou! intercept, please contact Barbara Cuncan or Senthil Sundaram,
both of Intercopt Pharmaceuticats at 1-646-747-1000.

SOURCE: intercept Pharmaceuticals
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Intercept Announces Primary Endpoint Met in Interim Analysis of Phase 2b FLINT
T 7 7 T Thal'in ‘NASH = Trial Stopped Early Based on Highly Stafisfically Significant o
Improvement in Liver Histology

NEW YORK, January 9, 2014 (GlobeNewswire) — Intercept Pharmaceuticals, inc. (NASDAQ: ICPT)
(intercept) today it has been informed that the NIDDK-sponsored FLINT trial of obeticholic acid {OCA) for
the treatment of nonalcoholic steatohepatitis (NASH) has been stogped early based on a planned interim
analysis showing that the primary efficacy endpoint of the trial has been metl. FLINT is a multi-center,
double blind, placebo controlled, Phase 2b clinical trial assessing the safety and efficacy of a 25 mg oral
dcse OCA administered daily to biopsy-proven adult NASH patients over a 72 week treatment period.
The trial is being conducted by the National Institute of Diabetes & Digestive & Kidney Diseases {NIDDK)
at eight leading US academic hepatology centers comprising the NIDDK's NASH clinicat research
network {CRN).

FLINT has been stopped based on the recormmendation of the study’s Data Safety Monitoring Committee
{DSMC) which reviewed liver biopsy data from before and after 18 month of study therapy in
approximalely half of the 283 randomized patients in accordance with a planned interim efficacy analysis.
This analysis demorstrated that OCA treatment resulted in a highly statistically significant improvement
(p=0.0024 on an intention to treat analysis) in the primary histological endpoint, defined as a decrease in
the NAFLD Activity Score (NAS) of at least two points with no worsening of fibrosis, compared with
placebo. This met the pre-defined stopping guideline of p<0.0031.

Intercept will discuss NASH and the FLINT trial during the praviously announced conference call and
audio webcast scheduled to take place today at 4:30 p.m. ET.

"The unexpected early stopping of FLINT for efiicacy due to OCA meeting the primary endpaint with such
high significance is highly welcome and is a major milestone for both Intercept and patients with NASH”
said Mark Pruzanski, M.D., Chief Executive Officer of Intercept. “NASH has grown to epidemic
proporlions worldwide and there is a tremendous unmet medical need to identify appropriate treatments
for this patient population. This positive news comes on the heels of the completion of the 12 month
double-blind phase of our Phase 3 POISE trial in primary biliary cirrhosis (PBC), as well as encouraging
results in our open labe! trials in cirrhotic patients with portal hypertension and bile acid diarrhea. Taken
together, this highlights the therapeutic potential of OCA in a range of chronic liver and intestinal diseases
where there are currently few, if any, effective treatments available to patients”. Data from the PBC
POISE sludy are expected in the second quarter of 2014.

About FLINT

FLINT enrolted 283 patients at the eight US centers comprising the National Institute of Diabetes and
Digestive and Kidney Diseases (NIDDK}-sponsored NASH clinical research network. Patients were
randomized to receive either a 25mg dose of CCA or placebo for 72-weeks, Patients enrolled in the trial
were qualified based on a diagnosis cetermined by liver biopsy at the start of the trial with a NAS of four
or greater and with a score of at least one in each component of NAS (steatosis 0-3, lobular inflammation
0-3, ballooning 0-2). End of siudy biopsies were conducted in patients after 72 weeks of treatment, with
all biopsies centrally scored in a biinded fashion. The study was sponsored and conducted by NIDDK.
Further details can be found at hitp:/iclinicaltrial. gov/ct2/show/NGT01265498.

In addition to FLINT, intercept's coilaborator Dainippon Sumitomo Pharma has initiated a second Phase 2
NASH trial in Japan. This trial is evaluating the safety and efficacy of a once-daily dose of OCA as
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compared to placebo, with a targeted enroliment of 200 patients. This trial is anticipated to be completed

—_—— e i the-firsthalf o 2046 —— _— —

About NASH

NASH is a serious chronic liver disease caused by excessive fat accumulation in the liver that, for
reasons that are still incompletely understood, induces chronic inflammation which leads to progressive
fibrosis (scarring) that can lead to cirrhosis, eventual liver failure and death. There are currently no drugs
approved for the treaiment of NASH. Studies have shown that over a ten year period at least 10% of
NASH patients will develop cirrhosis and liver-retated mortalty is ten-fold that of the general population. it
is esfimated that up to 12% of the U.S. populaticn has NASH, while appraximately 2.7%, or more than
eight million patients, have advanced liver fibrosis or cirrhosis due to NASH. The proportion of liver
transplants attributed to NASH has increased rapidly in past years (to over 10%) and the disease is
projected to become the leading indication for transplant ahead of chronic hepatitis C and aicohalic liver
disease over the next decade.

About Intercept

intercept is a biopharmaceutical company focused on the development and commercialization of nove!
therapeutics to treat orphan and more prevalent liver diseases utiizing its expertise in bile acid chemistry.
The company's lead product candidate, obeticholic acid (OCA), is a bile acid analog and first-in-class
agonist of the farnesoid X receptor (FXR). OCA is being developed for a variety of chronic liver diseases
Including NASH, primary bitiary cirrhosis (PBC), portal hypertension and bile acig diarrhea. QCA has
received orphan drug designation in both the United States and Europe for the treatment of PBC.
Intercept owns worldwlde rights to OCA outside of Japan and China, where it has ouf-licensed the
product candidate to Dainippon Sumitcmo Pharma. For more information about Intercept, please visit the
Company's website at: www.inferceptpharma.com.

Safe Harbor Statements

This press release contains "forward-looking statements” within the meaning of the Private Securities
Litigation Reform Act of 1995, including, but not fimited to, statements regarding the utility of the selected
andpoint; the acceptance by regulatory authorities of the trial endpoint or results; clinical, preclinical and
regulatory developments for Intercept’s product candidates; the anticipated timeframe for the
commencement, completion and receipt of results from the clinical trials in OCA and for the making of
regulatory submissions; the anticipated results of our clinical and preclinical trials and other development
activities; and our strategic directives under the caption "About Intercept.” These "“forward-locking

statements™ are based on management's current expectations of future events and are subjectioa
number of risks and uncertainties that could czuse actual results to differ materially and adversely from
those set forth in or implied by such forward-looking statements. These risks and uncertainties include,
but are not limited to: the initiation, cost, timing, pregress and results of Intercept’s development activities,
preclinical studies and clinical triais; the timing of and Intercept's ability to obtain and maintain regulatory
approval of OCA, INT-767 and any other product candidates it may develop, and any related restrictions,
limitations, and/or warnings in the labe! of any approved product candidates; Intarcept's plans to
research, develop and commercialize future product candidates, the election by Intercept’s collaborators
to pursue research, development and commercialization activities; Intercept’s ability to attract
collaborators with development, regulatory and commercialization expertise; intercept’'s ability to obtain
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and maintain intellectual property protection for its product candidates; Intercept’s ability to successtully

—— - — — —gommereialize-its-product-candidates: the-sizeand-growth-ofthe-markets for-intercept s product——— ——— — ———
candidates and its ability to serve those markets; the rate and degree of market acceptance of any future
products, the success of competing drugs that are or become avaitable; regulatory develcpments in the
United States and other countries; the performance of third-party suppliers and manufacturers; Intercepl’s
ability to obtain additional financing; Intercept’s use of the proceeds from its initial public offering in
October 2012 and follow-on offering in June 2013; the accuracy of Intercept’s estimates regarding
‘expenses, fulure revenues, capital requirements and the need for additional financing; the loss of key
scientific or management personnel; and other factors discussed under the heading "Risk Factors”
contained in Intercept's annual report on Farm 10-K for the year ended December 31, 2013 filed on April
1, 2013 as well as any updates to these risk factors filed from time to time in Intercepl’s other filings with
the Securities and Exchange Commission. All information in this press release is as of the date of the
release, and Intercept undertakes no duty to update this information unless required by law.

CONTACT: For more information about Intercept, please contact Barbara Duncan or Senthil Sundaram,
both of Intercept Pharmaceuticals at 1-646-747-1000.

SOURCE: Intercept Pharmaceuticals
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Gheen, Valery (NIH/NHLBI) [E]

~_From: David Shapiro <dshapire@interceptpha-ma.coms> .
Sent Tuesday, January 07, 2014 1:01 PM
To: Sherker, Avere!l! (NIH/NIDDK) ‘E]
Subject: Re: FUINT

Greatl. With your permission, I'll drop a word in EASLU's Secretary General's ear [Markus Peck-Radosavljevic from
Vienna). We hope to present the PBC data as a late breaker there.

With Best Wishes,

Cavid

David A, Shapiro, MD

Sent from my iPhone (5o excuse the typos)

On Jan 7, 2014, at 5:49 PM, "Sherker, Averel! (NIH/NIDDK] [E]" <averell.sherker@nih.pov> wrote:

Fdiscussed with the DCC and believe that an EASL late breaker will be feasible.

Averal

From: David Skapiro [mailtg:dshagirc®interceptpharma.com]
Sent: Tuesday, January 07, 2014 12:38

To: Sherker, Averalt (NIH/NIDDK) [E]

Subject: Re: FLINT

Averell
Thanks for getting back to me. We should go with the ITT p value. Still highly significant.

| hope 10 get a draft press release o you by early tomorrow for vou {your time).

Was there any discussion about a potential presentation at EASL? I'm pretty confident it would get 2
plenary or oral late breaker (among the HCV antiviralsi).

If you anything from me, please let me know.

Thanks again.

With Best Wishes,
David

Sent from my iPhone {so excuse the typos)

Or Jan 7, 2014, at 6:10 PM, "Sherker, Averell [NIH/NIDDK) [E]" <averell sherker@nth gov> wrote:
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David,

It was good spezaking with you yesterday. Tha investigator meeting went guite well.

T T T T TWanT O TOrTect One piece of data that [ gave you yesterday. The p-value of 0.0015
relates to the per-protocol analysis. For the-intention-to-treat analysis (missed biopsies
assumed non-respenders) the p-value is actually 0.0024 (stopping guideline p<0.0031).

With respect to the lipid abnormalities, 1 will defer to you about the decision whether or
not to include it in your press release. As { mentioned yesterday, the NIDDK decision to
terminate therapy was primarily due to the efficacy ef’ect but, in part, influenced by the
significant lipid abnormalities observed in the OCA-treated sulijects.

Regards,
Averell

From: David Shapiro [mailto:dshapiro@interceptpharma.com]
Sent: Tuesday, January 07, 2014 02:56

To: Sherker, Averell (NIH/NIDDK) [E]

Subject: FLINT

Averell
Quite a start to the New Year.... It was good to speak to you
yesterday.

Following our call, | spoke to Mark Pruzanski, our CEQ and we plan to
draft a simple press release today that I'll forward to you prior to our
release (although SEC regulations bind us to issuing a public
statement to within 72 hours). 1 think that we should just aim to
keep the release simple and note, the key points being:
* NIDDK have informed Intercept that a planned interim
efficacy analysis was conducted which showed that OCA
produced a highly significant improvement on the protocol
specified liver histology endpoint, compared with placebo. The
improvement met (p=0.0015) the protocol criterion for
stopping the study and accordingly NIDDK have informed
Intercept that they are stopping the study.
¢ Further details will be available when the study is
presented at a scientific meeting and/or published and
Intercept looks forward to seeing the full results from the
study.
e Some background information on NASH — and that there
are no approved therapies for this increasingly common
disease
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We don't think that without the specific data, we can comment on

the lipid changes. We have previously reported KDL and LDL changes
(see attached).

T o T you tave any thooghts/disagireaments, please 18t me Know ASAF. =

I'll be interested in hearing what the investigators response was. As
we discussed, we would be very willing to discuss any further
coltaborations with NIDDK and the group [and would be able to make
a decision pretty quickly}.

fam in meetings for most of the day but will be on a train for
~4hours from 10am EST on —so should be available (and | hope 'l
have an email connection).

Again, it is a pleasure coliaborating with you on the study and | look
forward to moving the study through to its conclusion.

Thank vou.

With Best Wishes,
David

Thiv e 3 0 a0 d e acbacbime s seogead ooty b e, wiae " e adsse o e s agprantain wfoee, e B
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ol ) T TS R IR fAvT, WO N PR SLK gl :JL.'. O ndT any 6 one s jos e e O B ) CORImIEr i T aife 0N pyahiort o, U g
s rog reed D ool acaieon i esron, gVl oocender cniee 2heinty By et e el ru SebEie the wessdio and
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This message and any attachments are intended only for the use of the addressee and
may centain information that is privileged and canfidential. if the reader of the message is
not the intended recipient or an authorized representative of the intended recipient, you
afe hereby notified that any dissemination of this communication is stricily prohibited. if
you have received this communication in error, notify the sender immediately by return
ernail and delete the message and any a‘tachments from your system.

This massage and any attachments are intended only for the use of the addressee and may contain
mformatisn thatis privileged and confidental If the regder 6F (e ressags 1o not this ntended resipisnt or
an authorized representative of the intendad recipient, you are hereby notified that any dissemination of
this cammunication is strictly prohibited. if you have received this communication in error, natify the

sender immediately by return email and delete the message and any attachments from your system

This massage and any attachments are intended only for the use of the addressee and may contain information that is
privileged and confidential. if the reader cf the message is not the intended recigient or an authorized representalive of
the intended recipient. you are hareby notified that any disseminatior of this communication is strictly prohibited . If vou
have received this communication in error, nolify the sender immediately by return email and delete the message and any
aftachments from your sysiam
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Telephone conversation with Dr. David Shapiro, CSO Intercept Pharma re: FUNT

6JAN 2014 @ 12:45 EST

Dr. Shapiro called my office fropon my reguest.

He was informed that upon planned interim analysis, the stopping boundary for efficacy was crossed
and NIDDK has decided not to have subjects undergo week 72 liver biopsies effective today.

Dr. Shapiro was informed that given this decision and the finding of significant lipid abnormalities
(increased total cholesterol, increased LDL cholesterol and decreased HDL cholesterol), all patient who
remain on treatment (OBCA or Placebo) will be discontinued within two weeks of today, Patients will
undergo week 72 labs at the treatment close-out visit and patients will be advised to return 24 weeks
later for their off-treatment visit.

Dr. Shapirc mentioned that he was aware of SAEs as Intercept has been copied on all reports submitted
to FDA.

Dr. Shapiro shared that similar abnormalities were seen in study in type 2 diabetics. PBC study showed
HDL decreases but no LDL increase. Lipidomic studies (Sanyal, Kowdiey and Chalasani) are ongoing and
Intercept would be very interested to support further lipid studies in the NASH population.

Intercept has a fiduciary responsible to publicatly release Material Information in a timely manner.
intercept has a previously scheduled Quarterly Webinar on January 9 and will mention that NIDDK has
informed them that the treatment phase of the study has been terminated on the basis of efficacy and
that lipid abnormalities have been observed. Additionally, intercept will release a press release with the
same information. As a courtesy, they will send me the press release for review prior to issuing it.

in discussion, we decided to consider submissian of a FLINT abstract as a Late Breaker for EASL.
Submission of Late Breakers is open from February 3-10.
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Gheen, UEiEEz (NIH/NHLBLD [E}

From: Sherker, Averel!l [NIH/NIDDK) [Ej

Sent: T T 7T "Mionday, January 06, 2014 732 AM S
To: '‘Cavid Shapiro’

Subject: RE: Available to talk Monday? ~1245 EST 7

Greal...! ook forwerd to speaking with you.

Averail

From: David Shaplro [mailto:dshapiro@intercepipharma.com]
Sent: Monday, January 06, 2014 07:21

To: Sherker, Averell (NIH/NIDDK) [E]

Subject: RE: Available to talk Monday? ~12:45 EST ?

Averell
Happy New Year to you — | hope you had a great trip tnr

@senzl o

Sarry for nat responding sooner. | am still i _hnd traveling today. I'm flying tul ]
this afterncon and have a train trip when | arrive. However, I'll give you a call as soon as | get
into my hotel - likely around 12:45pm your time.

I look forward to speaking to you then.

With Best Wishes,
David

David Shapirc, MD

. - - E . L . .
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From: Sherker, Avergll (NIH/NIDDK) [E] [mailto:avereli.sheer@nih. qov]
Sent: Friday, January 03, 2014 11:26 PM

To: David Shapiro (DShapiro®intercepipbarma.com)
Subject: Available to talk Monday?

Hi David,

I'm not sure which side of the Atlantic you arc currently on, but was wondering if you were available for a call on
Manday. | can make myself available pretty much anytime between 1C am and 4 pm EST.

Best wishes for the New Year,
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Averell

Averell I Shevker, M B FROP(CO)
Scientific Advisor for Viral Hepatitis and Liver Diseases
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This message and any attachmenis are intended only for the use of the addressee and may contain information that is
privileged and confidential. If the reader of the message is not the intenced recipient or an authorized representative of
the intended recipient, you are hereby notified that any dissamination of this communication is stricily prohibited. If you

have received this communication in ermor, netify the sendar immediately by return email and delete the message and any
attachments from your system.
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Ghean, Valery (NIH/NHLEI) [E]

From: _ Vaughn, Ivana A. <ivaughn@jhsph.edus _ _
Sent: Wednesday, December 11, 2013 10:04 AM
To: Bavid Shapire (DShapiro@interceptpharma.com); Cathi 3ciacca

{CSciacca@interceptpharma.com); RHooshmand-Rad@interceptpharma.com; 'Robin
Chapman’ (RChapman@interceptpharma.com); ‘Linda Robertson’; 'Leigh’; Sherker,
Averell (NIH/NIDDK} (El: Doo, Edward {NIH/NIDDK) [E]: Torrance, Rebecca (NIH/NIDDK)
E]; Brown, Sherry (NIH/NIDDK) [CLTT* ™

LA indp

ETNETE [

Subject: Confirmed: FLINT Statistical Analysis Flan Neeting

The conference call to discuss the FLINT Swatstical Analysis Plan is confirmed for Tuesday,
December 172tat 2pm ET/11lam PT.
Call in number 1-877-938-2803; passcode 1194994

fvana A Vaiughn, MFPH
Sr Research Program Coondinator If
Dats Coordinafing Cenfer
ofins Hopkins Bloomberg School of Public Health

JOHNS HOPKIENDS
£ BLOOMBERC

VBWY SC1HOOL - FUBLIC HEALTH

From: Vaughn, Ivana A.

Sent: Wednesday, December €4, 2013 10:56 AM
To: David Shapira {DShapiro@interceptpharma.com); Cathi Sciacca (CSciacca@interceptpharma.com); RHooshmand-
Rad@interceptpharma.com; 'Rebin Chapman’ {RChapman@interceptpharma.com); Linda Robertson; Leigh; Sherker,
Averell; Doo, Edward; Torrance, Rebecca; Brown, SI:*aerr].':{"W‘"""‘”"*’:1

Subject: Additional dates: Scheduling FLINT Statistical Analysis Plan Meeting

The list of dates for the FLINT Statistical Analysis Plan has beer revised. Please click the
link below to update yvour availability,
htip:/ fwhenissood net farcez3d

Please note that the next FLINT Quarterly Conlerence Call 1s scheduled for Wednesday.,
February 19% and this topic will be added 10 the agenda.

Thank you,

fvana A Veaghn, MFH



Gheen H40-364-4308 n.37

e
[ P - -

From: Vaughn, Ivana A,
Sent: Tuesday, Dacember 03, 2013 €:10 PM

Ta: David Shapiro (DShapire@interceptpharma.com); Cathi Scacca f@ﬁﬁ@mg@uﬁ_@m Mm}ﬂﬂcl_
Rad@interceptpharma.com; ‘Robin Chapman’ :

Averell; Doo, Edward; Torrance, Rebecca; Brown, Sherry;

dricns ve

Subject: Scheduling FLINT Statistical Analysis Plan Meeting

Plcase provide your availability for a 1 hour conference call to discuss the FLINT Statistical
Analysis Plan using the link below:

http: / /whenisgood.net/arcrz3o

Ivana A Yaushn, Mrr
Sr Reszarch Program Coordinator 11
Data Coordingting Cenfer

ity Hopkins 5B, School of Public Health

iva hsph.edn
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From: David Shapiro [mailto: dshamrﬂfﬁb nter harma.com]

Sent: Tuesday, November 26, 2013 1:21 PM

To: Sherker, Averell {NIK/MIDDIC) [E]

Cc: Cathi Sciacca; Rova Hoeshmand-Rad; Vaughn, Ivana A.; Doo, Edward (NIH/NIDOK]} [E]; Robin Chapman; Linda
Robertson; Leigh

Subject: RE: Review of FLINT Statistical Analysis Plan (SAP) with FDA

Averell and ethers
Thank you.
Having a teleconference sounds entirely reasonable - I suggest next week or the week
afterwards.
Our caiendars (like yours I am sure) are rather busy but we will do what we can to shuffle
appointments around to fit this in as a priority — so | suggest that Tvana works with Robin, our
Oftice Manager. to find a time that works.
From our end the key people attending are:

* Linda Robertson, VP Regulatory Affairs

v Me
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¢ leigh MacConell, Head of Clinical Research.
Others will likely join us.
[ hope you all have a very Happy Thanksgiving.
——-WatirBest -Wishes; ' - =

David

[P LT T % A PR AT A ER o 1 el AL 11; R T . ST U CONNE PISNCIY SRT S PACY T L Y L TP TN PRt i i L]
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From: Sherker, Averzli {MIH/NIDDK) [E] [mailto:averell.sherker@nib.qov]
Sent: Tuesday, November 26, 2013 5:52 AM
To: 'David Shapiro’

Cc: Cathi Scigcca; Roye Hooshmand-Rad; Vaughn, Ivana A. (ivaughn@ihsph.edu); Doo, Edward (NIH/MIDDK) [E]
Subject: RE: Review of FLINT Statistical Analysis Plan {SAP) with FDA

Planid,

I'm sory [or the delay in responding 10 you.

[ have discussed vour request with Jim Tonaseiz of the DCC and we both feel that we necd sume detail and
¢larity related to vour reguest. This might be best achieved with a teleconference involving Intereept, NIDDK
and the DCC. Jim has offered lvana’s assistance in sctting up the call.

Please el me know if this plan 1s aceeplable o viou,

Best wishes for the holiday!

Averell

From: David Shapiro [mailto:dshapiro®interceptpharma.com]
Sent: Tuesday, November 19, 2013 11:11

To: Doo, Edward (NIH/NIDDK : Sherker, Avereli {NIH/NIDDK) [E]
Cc: Cathi Eciana:i"“"m |

Subject: Review of FLINT Statistical Analysis Plan (SAP) with FDA

Averell, Ed
It was good to see you at AASLD and hope the meeting was worthwhile for you.

As we discussed, if the FLINT study is positive Intercept would continue to develop the drug
with the intention of seeking approval by the FDA (and other authorities). As we would
propose that the study be considered “pivotal’, we think that it is important that the DA are
both familiar with the siudy and have had the opportunity to review the SAP before the study 1s
unblmded.
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Accordingly, | aim writing to ask you if NIDDK would be wiiling to participate in a meeting
with the FDA {o review the study SAP. Typically, such a meeting would involve:
s« The sponsor (NIDDK)

«—TtreTesponsible statisticiants)
» Sepior physician{s) responsible for the study.
Obviously, Intercept would like to participate in such a meeting, if it occurs.

If NIDDK agrees with the concept of such a meeting, then we should discuss the potental ways
in which this could be both cffected and organized.

As ever, | am happy 1o discuss further with you {and would include Linda Robertson, our VP of
Regulatory Affairs).

. [}
- i
With Best Wishes,
David
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