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On The Brink: How ETC-1002 Could Still Change The CV Treatment Paradigm
Esperion Therapeutics, Inc. (ESPR, $28.41)

Despite perceived changes to the regulatory landscape that sent shares plummeting this summer,

recent updates regarding the advancement of bempedoic acid (ETC-1002) as well as expert
commentary offer additional insights into why we feel Esperion could still be on the brink of

changing the CV treatment paradigm.
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Management’s adjusted timeline maximizes current cash on hand - $302M as of
3Q15 — until pivotal Phase 3 readouts in 2017. While a partnership would signify
a validation of the science as well as a source of non-dilutive capital, it would
also considerably cap potential upside
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Immediately following the announcement of the End-of-Phase 2 meeting with the FDA
on September 28, 2015, shares of Esperion sank to their lowest level last seen fifty-two
weeks earlier prior to release of proof-of-concept data from the Phase 2b ETC-1002-008
study. Reasons for the heavy selloff included the unexpected change in management’s
tone from an August press release that suggested the possibility of a need jo complete a

cardiovascular outcomes trial (CVOT) prior to approval which allow, portunistic

short-sellers to insinuate that management had not disclosed to g the entire
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in the kidney) and not in skeletal muscle cells (Figure 2) provides mechanistic rationale
for the lack of muscle-related adverse events thus far demonstrated by 1002.
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Figure 1

IDENTIFICATION OF ACSVL1 PROVIDES A MECHANISTIC
BASIS FOR REDUCE POTENTIAL OF MUSCLE RELATED
SIDE EFFECTS

Rationale:
Prodrug strategies can increase active drug concentrations in desiredtissues while causing
fewer side effects in non-target tissues
Identification of ACSVL1 defines the tissue specificity for ETC-1002 activation and activity

Absence of ACSVL1 expression in skeletal muscle provides a mechanistic basis for
reduced potential for skeletal muscle side effects

A Leading Hypothesis for the Underlying Mechanism leading to Statin-Induced Myalgia
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kidney microsomes, and notexpressedin
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Moreover, the company demonstrated 1002’s ability to increase activity at the LDL
receptor (LDL-R) in human cells, a mechanistic result directly similar to that of statins
and PCSK9s (Figure 3). The significance of this update while seemingly overlooked by
investors fundamentally supports reasons why the FDA has not and will likely not
require a CVOT prior to initial approval. Despite the FDA’s newfound contemporary
view that draws into question aspects of the LDL hypothesis (Reducigg LDL with
PCSK9 Inhibitors — The Clinical Benefit of Lipid Drugs), the PCSK9
well as FDA voting members supported approval of these novel the basis of

their known mechanism on LDL-R.

Figure 3
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Dr. William Hiatt, who presided as a voting member of the
meeting on evolocumab, has championed the contemporary p
emphasizes the mechanism by which LDL-C is lowered. On the virtues of
writes:
“That inactivation results in decreased LDL-receptor degradation, increased
recirculation of the receptor to the surface of hepatocytes, and consequent
lowering of LDL cholesterol levels in the bloodstream. Statins, by inhibiting 3-
hydroxy-3-methylglutaryl coenzyme A (HMG-CoA) reductase, similarly act
by increasing LDL-receptor expression. This shared LDL cholesterol-lowering
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mechanism...has led to optimism regarding the potential — but as yet
unproven — cardiovascular benefits of these agents.”

Had there been a concern from the agency on 1002’s known ability to lower LDL-C, it is
likely they would have been explicitly instructed to conduct a CVOT prior to approval
as in the case of CETP inhibitors whose mechanism of lowering LDL-C remains
unknown. The FDA rather guided Esperion to walk a similar approval path to that of
PCSK9s: j
“Both [PCSK9s] were submitted through the traditional FDA approval
pathway, with LDL cholesterol reduction as the surrogate measure of clinical
benefit. No efficacy data on cardiovascular outcomes were provided to the
advisory committee, except for encouraging but preliminary analyses of
cardiovascular adverse events with evolocumab.”
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“All these results, including the curren

established by the 2013 cholesi?’ine
Cardiology and the American Association,

into the framework

have been determined to be safe and effective in randomized, controlled tri
The evidence-driven cholesterol guidelines did not endorse the concept that
lower LDL cholesterol levels are better at all costs. They emphasized that, while
lower is better, it matters how you get there and whether the benefits outweigh
the risks for that patient.”
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Despite an unforeseen change in tone in its last communication with the FDA following
the End-of-Phase 2 meeting, Esperion management astutely assessed the FDA’s pulse on
the matter of the CVOT and plans to have it (with “preliminary analyses” available) well
underway along with a completed long-term Phase 3 safety study by the time of the
NDA submission for 1002.

IMPROVE-IT Could Still “PROVE-IT”
More details on the FDA’s contemporary view of the LDL hypothesis e elucidated

at the December 14, 2015 AdCom meeting to discuss the label expa ytorin and
Zetia based on positive results from Merck’s CVOT, IMPROY,
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AMGN, SNY/REGN’s Conservatism Is ESPR’s Opportunity
The FDA approved both Praluent and Repatha without requiring a complete®CVOT in
a more restrictive patient population based on Phase 3 programs that included a
majority of high-risk patients. Their narrower-than-expected labels led consensus
opinion to insinuate that other non-statin LDL-lowering therapies such as 1002 would be
limited to the same HeFH and ASCVD patient populations (~8M-11M patients US) prior
to completing a CVOT. Comments from the End-of-Phase 2 meeting, however, have
guided Esperion to propose conducting a two-pronged Phase 3 program focused on
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patients who had a CV event or genetically high cholesterol as well as those who cannot
tolerate statins based on the high unmet medical need in the latter population. Esperion
envisions 1002 serving a key role in the evolving treatment paradigm as a 2 Line Oral
therapy (Figure 4). Given a compelling “risk/benefit profile” for 1002 to date, the FDA is
more likely to agree to a Phase 3 protocol that includes statin intolerant patients, which
would expand the initial market opportunity for 1002 by an additional 30-50% (~12M-
15M patients in the US) to include the 10% of the 35 million patients that cgnnot tolerate
statins.

Figure 4
LDL-C LOWERING - A THERAPEUTIC REVOLUTION

CURRENTLY $14B" MARKET — FOCUS ON LDL-C WILL DRIVE MARKET GROWTH

New LDL-C Therapies Will Revolutionize The Treatment Paradigm
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— Statin Intolerant (3.5M — LDL-C > 200 mg/dL

patients) — failing 2+ statins - Very high risk; Continued
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. 1) “Medicine Use and Shifting costs of healthcare in the United States” - IMS Institute for Healthcare Informatics, April 2014 Esperlon
2) Current i h d

pany exp for icability, subject to FDA approval Therapeutics
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Statin Intolerance Made Equal
According to a June 2014 NLA expert panel, statin intolerance 1 ably equally
prevalent across statin intensities (see definition below). Given the that eighty
percent of patients taking statins are on low-to-moderate dose should giv@he FDA
comfort in accepting this patient population as part of a Phase 3 program based on the
totality of safety and efficacy datasets from Esperion’s Phase 2 studies to date.

Statin intolerance is a clinical syndrome characterized by the inability to
tolerate at least 2 statins: omne statin at the lowest starting daily dose
(rosuvastatin 5 mg, atorvastatin 10 mg, simvastatin 10 mg, lovastatin 20 mg,
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pravastatin 40 mg, fluvastatin 40 mg, and pitavastatin 2 mg) AND another
statin at any daily dose, due to either objectionable symptoms (real or
perceived) or abnormal lab determinations, which are temporally related to
statin treatment and reversible upon statin discontinuation, but reproducible
by rechallenge with other known determinants being excluded (such as
hypothyroidism, interacting drugs, concurrent illnesses, significant changes in
physical activity or exercise, and underlying muscle disease)

t treatment
the dose-
proach to
tackling other indications such as diabetes and hypertensi ell play a

It is worth noting that 1002’s opportunity within the statin
paradigm includes the possibility of even reducing statin
adjusting nature of physicians’ practices as well as the
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Figure 5 PN
PERCENT CHANGE FROM BASELINE IN LDL-C AT
WEEK 12 ENDPOINT BY STATIN INTENSITY

Overall (N=43, 41, 43) -4.18 -17.29* -24.30*
Low-Intensity Statin (N=9, 5, 6) 2.61 -22.95* -18.92*
Moderate-Intensity Statin (N=34, 35, 37) -5.20 -156.52 -24.96*

Percent Change from Baseline in LDL-C at Week 12 Endpoint by Statin Intensity
Patients were assigned to statin intensity subgroups based on their background statin. Patients
taking pravastatin 10-20 mg and simvastatin 10 mg were assigned to low-intensity. Patients
taking atorvastatin 10-20 mg, pravastatin 40 mg, rosuvastatin 5-10 mg, and simvastatin 20 mg
were assigned to moderate-intensity. Patients taking rosuvastatin 20 mg were assigned to
high-intensity. To explore the impact of statin intensity on percent change, the primary model
was run for each subgroup. Note that since there was only 1 patient on a high-intensity statin
that subgroup is not reported. LS means from an ANCOVA model with treatment and statin
intolerance history as factors and baseline LDL-C as a covariate.

* p<0.05 compared to placebo

Esperion
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Why Regulatory Uncertainty Shouldn’t Impact Its Value Proposition

While the current overhang on the stock comes from greater regulatory rather than
clinical uncertainty, the looming December AdCom as well as the agreed upon design of
the Phase 3 program should be viewed with additional comfort given referenced
comments from industry experts. Dr. Hiatt’s Perspectives piece along with additional
analyses from the NEJM strongly suggest an accelerated regulatory pathway and a

potential initial label as a 274 Line Oral therapy for 1002 in patients HeFH and

ASCVD as well as patients with statin intolerance.
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to leverage itself in partnership talks or ylon '

The next six to twelve months offer an exciting chap in the evolving

cardiovascular space that will likely see Esperion flourish amidst ry support as
well as confirming safety and efficacy data rather than languish ami puddle of

ambiguous data and/or a more stringent regulatory pathway.

In light of the aforementioned clarifications, a quick-handed, risk-adjusted fair value
assessment of $82 per share per our last note (Clarifying The Conversation Part II —

Esperion Therapeutics) seems ever more modest. With a catalyst-rich calendar in 2016,

we continue to view Esperion at current levels as one of the more attractive risk-reward
opportunities in biotech today.
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APPENDIX

Event Catalysts & Share-price Inflection Points For Esperion
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DISCLOSURES

Asclepia Capital LLC’s (“Asclepia”) analysis and projections regarding portfolio company operating and investment results are subject to
many risks, uncertainties and assumptions that are difficult to predict. Therefore, actual returns from an investment in any such company
could differ materially and adversely from those expressed or implied in any forward looking statements, as a result of those various
factors. Asclepia’s expected results and projections are provided for information regarding its investment analysis, not as any guarantee or
expectation of investment results for any fund's investment portfolio. No representation is made on the accuracy or completeness of the
information contained in this report, and the sender does not accept liability for any errors or omissions in the contents of this report.
Asclepia does not guarantee the appropriateness of any investment approach or security referred to for any particular investor. Asclepia,
its affiliates and/or its clients may have an investment position in a security or strategy (or related or opposing security or strategy)
discussed in this information, and may change that position without notice at any time. This material is provided for informational
purposes only and is not investment advice or a recommendation for the purchase or sale of any security. T
document is furnished on a confidential basis exclusively for your use and retention and, by accepting this d;
transmit, reproduce or make available to any other person (other than your legal, tax, accounting and other
document without the express written permission of Asclepia. This document is protected by copyrig
rights reserved.
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