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PROSPECTUS

5,000,000 Shares
Common Stock

$11.00 per share

This is the initial public offering of Cara Therapeutics, Inc. We are offering 5,000,000 shares of our common stock.
Prior to this offering, there has been no public market for our common stock. The initial public offering price is
$11.00 per share.

Our common stock has been approved for listing on The NASDAQ Global Market under the symbol CARA.
We are an emerging growth company as defined by the Jumpstart Our Business Startups Act of 2012 and, as such, we

have elected to comply with certain reduced public company reporting requirements for this prospectus and future
filings.

Investing in our common stock involves a high degree of risk. See _Risk Factors beginning on page 10.

Per Share Total
Initial public offering price $ 11.00 $ 55,000,000
Underwriting discounts and commissions(!) $ 077 $ 3,850,000
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Proceeds, before expenses, to us $ 10.23 $51,150,000

(1) Werefer youto Underwriting beginning on page 138 of this prospectus for additional information regarding total
underwriter compensation.

Certain of our existing principal stockholders and their affiliated entities have agreed to purchase an aggregate of

approximately $4.0 million in shares of our common stock in this offering at the initial public offering price.

We have granted the underwriters a 30-day option to purchase a total of up to 750,000 additional shares of common
stock on the same terms and conditions set forth above.

The underwriters expect to deliver shares of common stock to purchasers on February 5, 2014.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved
of these securities or determined if this prospectus is truthful or complete. Any representation to the contrary is a
criminal offense.

Stifel Piper Jaffray

Canaccord Genuity
Needham & Company
Janney Montgomery Scott
The date of this prospectus is January 30, 2014.
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We have not authorized anyone to provide any information or to make any representations other than those contained
in this prospectus or in any free writing prospectuses we have prepared. We take no responsibility for, and can provide
no assurance as to the reliability of, any other information that others may give you. This prospectus is an offer to sell
only the shares offered hereby, but only under circumstances and in jurisdictions where it is lawful to do so. The

information contained in this prospectus is current only as of its date.

For investors outside the United States: We have not and the underwriters have not done anything that would permit
this offering or possession or distribution of this prospectus in any jurisdiction where action for that purpose is
required, other than in the United States. Persons who come into possession of this prospectus and any applicable free
writing prospectus in jurisdictions outside the United States are required to inform themselves about and to observe
any restrictions as to this offering and the distribution of this prospectus and any such free writing prospectus

applicable to that jurisdiction.
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PROSPECTUS SUMMARY

This summary highlights information contained in other parts of this prospectus. Because it is only a summary, it does
not contain all of the information that you should consider before investing in shares of our common stock and it is
qualified in its entirety by, and should be read in conjunction with, the more detailed information appearing elsewhere
in this prospectus. You should read the entire prospectus carefully, especially Risk Factors and our financial
statements and the related notes, before deciding to buy shares of our common stock. Unless the context requires
otherwise, references in this prospectus to Cara, we, us and our referto Cara Therapeutics, Inc. and its
subsidiaries taken as a whole.

Overview
Our Company

We are a clinical-stage biopharmaceutical company focused on developing and commercializing new chemical
entities designed to alleviate pain by selectively targeting kappa opioid receptors. We are developing a novel and
proprietary class of product candidates that target the body s peripheral nervous system and have demonstrated
efficacy in patients with moderate-to-severe pain without inducing many of the undesirable side effects typically
associated with currently available pain therapeutics. Our most advanced product candidate, intravenous, or I.V.,
CR845, has demonstrated significant pain relief and a favorable safety and tolerability profile in three Phase 2 clinical
trials in patients with acute postoperative pain. We plan to begin Phase 3 registration trials for I.V. CR845 in the
second half of 2014. We are also developing an oral version of CR845, or Oral CR845, for acute and chronic pain, for
which we have successfully completed a Phase 1 clinical trial to demonstrate the ability to deliver CR845 orally.

According to IMS Health, an independent market research firm, the total U.S. market for pain management
pharmaceuticals totaled $18.2 billion in 2012. The prescription pain management market in the United States is
dominated by opioid analgesics, which, according to IMS Health data, represented 71% of the 341 million analgesic
prescriptions written in 2012 and accounted for sales of $8.3 billion in that year. Opioid analgesics decrease the
perception of pain by stimulating mu, delta and/or kappa opioid receptors. All of these receptors are involved in
modulating pain signals. The most widely used opioid analgesics, including morphine, fentanyl and hydromorphone,
act primarily through the activation of mu opioid receptors in the central nervous system, or CNS. However, because
of the wide distribution of mu opioid receptors throughout the brain, morphine and other mu opioid analgesics also
trigger a characteristic pattern of adverse central side effects, including nausea and vomiting, itching and respiratory
depression. Mu opioids are also known to cause euphoria, which can lead to misuse, abuse and addiction issues.

Our new chemical entity, CR845, is designed to produce pain relief by specifically stimulating kappa, rather than mu,
opioid receptors. Moreover, we have designed CR845 with specific chemical characteristics to restrict its entry into
the CNS and further limit CR845 s mechanism of action to kappa opioid receptors in the peripheral nervous system,
which consists of the nerves outside the brain and spinal cord. In addition to the side effects associated with activation
of mu opioid receptors in the CNS, activation of kappa receptors in the CNS is also known to result in side effects,
including acute psychiatric disorders. Since CR845 is designed to modulate pain signals without activation of mu or
kappa opioid receptors in the CNS, it is not expected to produce the psychiatric side effects of centrally-active prior
kappa opioids or the CNS related side effects of mu opioids. Based on the clinical trials and preclinical studies we
have completed to date, we believe that product candidates based on CR8435, if approved, would be attractive to both
patients and physicians as a treatment for moderate-to-severe pain because of their ability to provide pain relief while
significantly reducing the incidence of opioid-related adverse events and avoiding the abuse and addiction issues
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associated with currently approved mu opioid analgesics.
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Our Product Candidates

Our current product candidate pipeline is summarized in the table below:

Primary
Product Candidate Indication(s) Status Commercialization Rights
L.V. CR845 Acute Pain Phase 2 Cara (worldwide, other than Japan and South Korea)
Complete
Maruishi Pharmaceuticals (Japan)
Chong Kun Dang Pharmaceutical (South Korea)
Oral CR845 Acute & Chronic Pain Phase 1 Cara (worldwide, other than Japan and South Korea)

Maruishi Pharmaceuticals (Japan for acute pain
indication only)

Chong Kun Dang Pharmaceutical (South Korea)

CR701 Neuropathic & Preclinical Cara (worldwide)
Inflammatory Pain
Overview of CR845

CR845 is a peripherally-acting kappa opioid receptor agonist that we are developing for treatment of both acute and
chronic pain. CR845 has been administered to over 300 human subjects in Phase 1 and Phase 2 clinical trials as an
intravenous infusion, rapid intravenous injection or oral capsule and was considered to be safe and well tolerated in

these clinical trials. We believe CR845-based products, if approved, have the potential to be attractive for patients
with moderate-to-severe pain and their physicians due to the following attributes:

novel, peripherally-acting, kappa opioid receptor mechanism of action;

strong evidence of efficacy;
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potential for reducing opioid use and mu opioid-related adverse events such as nausea and vomiting;

avoidance of mu opioid-related CNS side effects, such as respiratory depression and euphoria;

absence of euphoria which lowers addiction or abuse potential;

avoidance of drug-drug interactions; and

availability in I.V. form for acute pain treatment in the hospital setting and oral form for treatment of
acute and chronic pain in either a hospital or outpatient setting.
LV. CR845

Our most advanced product candidate, 1.V. CR845, is being developed for the treatment of acute pain in a hospital
setting. [.V. CR845 has demonstrated tolerability and efficacy in three randomized, double-blind, placebo-controlled
Phase 2 clinical trials as follows:

Phase 2b Laparoscopic Hysterectomy Trial (CLIN2002): CLIN2002 was a multicenter, double randomized,
double-blind placebo-controlled trial conducted in 203 patients at 22 sites in the United States. In this trial,
patients received either I.V. CR845 or placebo prior to surgery and then
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L.V. CR845 or placebo after surgery. Compared to the group receiving only placebo, all groups that received I.V.
CR845 exhibited a reduction in mean pain intensity relative to baseline for all time intervals measured in the trial.
Importantly, in comparison to placebo, the two groups receiving postoperative I.V. CR845 exhibited a
statistically significant improvement in mean 24-hour summed pain intensity differences, or SPID, a cumulative
measure of pain reduction that has been recommended by the FDA as a primary endpoint in Phase 3
postoperative pain trials in support of a New Drug Application, or NDA. Patients receiving I.V. CR845 also used
less morphine and had a statistically significant lower incidence of nausea and vomiting than those receiving only
placebo. Clinical trial results are considered statistically significant when the probability of the results occurring
by chance, rather than from the efficacy of the drug candidate, is sufficiently low.

Phase 2 Bunionectomy Trial (CLIN2003): CLIN2003 was a randomized, double-blind, placebo-controlled trial
conducted in 51 patients following bunionectomy surgery at a single site in the United States. Patients completing
the trial who received multiple doses of I.V. CR845 exhibited a statistically significant improvement in SPID,
compared to placebo, for both the 24 and 48 hour time periods following initiation of treatment. Patients
receiving 1.V. CR845 also exhibited a statistically significant reduction in nausea and vomiting compared to
placebo, despite the use of similar amounts of fentanyl rescue medication, indicating a potential direct

anti-vomiting and anti-nausea effect of CR845. Bunionectomy is considered a hard tissue surgery, in contrast to
laparoscopic hysterectomy, which is considered a soft tissue surgery; efficacy in both types of surgery is desirable

to demonstrate breadth of analgesic efficacy for regulatory approval.

Phase 2a Laparoscopic Hysterectomy Trial (CLIN2001): CLIN2001 was a randomized, double-blind,
placebo-controlled, proof-of-concept trial to evaluate the analgesic efficacy and safety of I.V. CR845 during the
postoperative period in 114 patients undergoing laparoscopic hysterectomy. Two cohorts were employed, with
drug treatment beginning either 24 hours after surgery or immediately after randomization. In the first cohort,
with a 24-hour delay in treatment, an insufficient number of patients exhibited moderate-to-severe pain to provide
meaningful results. However, for the second cohort of 46 patients who received immediate postoperative
treatment, CR845-treated patients exhibited statistically significantly greater reductions in pain intensity up to
6 hours following treatment compared to those receiving placebo. In addition, these CR845-treated patients used
statistically significantly less morphine and exhibited a substantial reduction in nausea and vomiting, compared to
patients receiving placebo. These findings provided the basis for the design of the larger Phase 2 trial noted
above, CLIN2002.
We are currently planning our Phase 3 clinical program to seek FDA approval for I.V. CR845 in the United States for
the management of acute pain in a hospital setting. Based on guidance from the FDA, we believe that we will be
required to complete two Phase 3 clinical trials, one in patients with pain resulting from soft tissue surgery and one in
patients with pain resulting from hard tissue surgery. We believe that the primary efficacy endpoints will be the
change in SPID at either 24 or 48 hours as compared to placebo. Recent trials conducted by other companies for
FDA-approved acute pain drugs have run similar Phase 3 development programs in soft and hard tissue using either
SPID 24 or 48 as their endpoints. In addition to our two pivotal Phase 3 clinical studies for I.V. CR845 administered
after surgery, we are also planning to run one optional supportive Phase 3 clinical trial with [.V. CR845 dosed both
pre-surgery and post-surgery in patients undergoing either laparoscopic hysterectomy or bunionectomy surgery. In all
three trials, patients will have access to morphine rescue medication throughout the trial. Rescue medication is an
additional analgesic drug (other than study drug), which is permitted to be administered to clinical trial subjects if they
feel they are not receiving sufficient pain relief at any point during the trial protocol. We expect to commence these
clinical trials in the second half of 2014.
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Oral CR845

We are also developing an oral version of CR845. We believe Oral CR845 will address a significant unmet medical
need for a safer alternative to opioids, non-steroidal anti-inflammatory drugs, or NSAIDs, or CNS anticonvulsant
agents for the treatment of moderate-to-severe chronic pain. In addition to its potential efficacy benefits, we believe a
significant benefit of Oral CR845 in the chronic pain market would be its ability to avoid CNS side effects, including
euphoria, which should preclude the misuse, abuse and addiction risks associated with currently approved mu opioids.

We have successfully completed a Phase 1 trial of an oral capsule version of CR845 to establish the degree to which
the drug is absorbed into the circulation after swallowing, or oral bioavailability parameters. The single center,
randomized, double-blind placebo-controlled, escalating single oral dose, sequential group Phase 1 trial was
conducted in 50 male volunteers administered with an enteric-coated capsule of CR845 (0.5 mg, 1 mg, 3 mg, or 10
mg) or matched placebo. The level of exposure at all doses was sufficient to activate peripheral kappa receptors. Oral
CR845 was well tolerated and considered safe across all doses tested. Adverse events were generally similar to those
reported after I.V. administration, with the addition of mild abdominal discomfort. We subsequently developed a
tablet version which we expect will provide greater predictability with respect to the relationship between amounts of
drug administered and concentration in the blood, or pharmacokinetic predictability, as well as possess increased
stability suitable for commercial shelf life. We have established drug substance stability and optimal pharmacokinetic
characteristics for our tablet version in preclinical testing. We plan to conduct both single ascending and multiple
ascending dose Phase 1 clinical trials in the first half of 2014 and, if the results of these trials are favorable, initiate a
Phase 2a proof-of-concept trial in acute pain in the second half of 2014.

Our Strategy
Our strategy is to develop and commercialize a novel and first-in-class portfolio of peripheral-acting analgesics
focused on kappa opioid receptor agonists, and subsequently cannabinoid receptor agonists. We have designed and are

developing product candidates which have clearly defined clinical development programs and target large commercial
market opportunities. The key elements of our strategy are:

continue to advance I.V. CR845 to approval for acute pain in the United States;

build a sales and marketing organization to commercialize 1.V. CR845 for acute pain in the hospital setting in the
United States;

establish partnerships for the development and commercialization of I.V. CR845 outside of the United States; and

advance Oral CR845 to proof-of-concept and seek a global development and commercialization partner.

Intellectual Property

CR845 was discovered by our scientists. We own six U.S. patents with claims with claims covering compositions of
matter and methods of use for CR845. The earliest U.S. patent claiming CR845 compositions will expire no earlier
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Our Collaboration Agreements
We have entered into collaboration agreements for both I.V. and Oral CR845 with Maruishi Pharmaceutical Co., Ltd.,

or Maruishi, in Japan and Chong Kun Dang Pharmaceutical Corp., or CKD, in South Korea, which provide them with
the exclusive right to develop and market CR845 for certain
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indications within those territories. As of September 30, 2013, we had received approximately $24 million in
payments in connection with these collaborations and were eligible to receive further payments and royalties upon the
achievement of future development and commercialization milestones.

Financial Overview

Our revenue to date has been generated primarily through license transactions. We have not generated any commercial
product revenue. As of September 30, 2013, we had $17.7 million of cash and cash equivalents and an accumulated
deficit of $60.4 million.

Risks Associated with Our Business

Our ability to implement our business strategy is subject to numerous risks and uncertainties. As a clinical stage
biopharmaceuticals company, we face many risks inherent in our business and our industry generally. You should
carefully consider all of the information set forth in this prospectus and, in particular, the information under the
heading Risk Factors, prior to making an investment in our common stock. These risks include, among others, the
following:

We have incurred significant losses since our inception, anticipate that we will incur continued losses
for the foreseeable future, and may never achieve or maintain profitability.
Our short operating history makes it difficult to evaluate our business and prospects.
We will need additional funding and may be unable to raise capital when needed, which would force us to delay,
reduce or eliminate our product development programs or commercialization efforts.
We are substantially dependent on the success of our lead product candidate, I.V. CR845, and cannot guarantee
that this product candidate will successfully complete Phase 3 clinical trials, receive regulatory approval or be
successfully commercialized.
Our lead product candidate, I.V. CR845, and our second product candidate, Oral CR845, act as selective kappa
opioid receptor agonists, which is a drug class that has not previously yielded a successful commercial product
for pain indications.
The regulatory approval processes of the FDA and comparable foreign authorities are lengthy, time consuming
and inherently unpredictable. If we are not able to obtain, or if there are delays in obtaining, required regulatory
approvals, we will not be able to commercialize our product candidates as expected, and our ability to generate
revenue will be materially impaired.
The FDA may determine that [.V. CR845 or any of our other product candidates have undesirable side effects
that could delay or prevent their regulatory approval or commercialization.
We face significant competition from other pharmaceutical and biotechnology companies, academic institutions,
government agencies and other research organizations. Our operating results will suffer if we fail to compete
effectively.
If we are unable to establish effective marketing and sales capabilities or enter into agreements with third parties
to market and sell our product candidates, if they are approved, we may be unable to generate product revenues.
Any collaboration arrangements that we are a party to or may enter into in the future may not be successful,
which could adversely affect our ability to develop and commercialize our product candidates.
We may not be able to manage our business effectively if we are unable to attract and retain key personnel.

Our Corporate Information
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We were incorporated as Cara Therapeutics, Inc. in Delaware in July 2004. Our principal executive offices are located
at 1 Parrott Drive, Shelton, Connecticut 06484, and our telephone number is (203) 567-1500. Our website address is
www.caratherapeutics.com. The information contained on, or that
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can be accessed through, our website is not a part of this prospectus. Investors should not rely on any such information
in deciding whether to purchase our common stock. We have included our website address in this prospectus solely as
an inactive textual reference.

We use CARA THERAPEUTICS as a registered service mark in the United States. This prospectus also includes
references to trademarks and service marks of other entities, and those trademarks and service marks are the property
of their respective owners.

Implications of Being an Emerging Growth Company

As a company with less than $1 billion in revenue during our last fiscal year, we qualify as an emerging growth
company as defined in the Jumpstart Our Business Startups Act of 2012, or the JOBS Act. For so long as we remain
an emerging growth company, we are permitted and intend to rely on exemptions from specified disclosure
requirements that are applicable to other public companies that are not emerging growth companies. These
exemptions include:

being permitted to provide only two years of audited financial statements, in addition to any required unaudited

interim financial statements, with correspondingly reduced Management s Discussion and Analysis of Financial

Condition and Results of Operations disclosure;

not being required to comply with the auditor attestation requirements in the assessment of our internal control

over financial reporting;

not being required to comply with any requirement that may be adopted by the Public Company Accounting

Oversight Board regarding mandatory audit firm rotation or a supplement to the auditor s report providing

additional information about the audit and the financial statements;

reduced disclosure obligations regarding executive compensation; and

exemptions from the requirements of holding a nonbinding advisory vote on executive compensation

and shareholder approval of any golden parachute payments not previously approved.
We may take advantage of these provisions for up to five years or until such earlier time that we are no longer an
emerging growth company. We would cease to be an emerging growth company if we have more than $1 billion in
annual revenues, have more than $700 million in market value of our capital stock held by non-affiliates or issue more
than $1 billion of non-convertible debt over a three-year period. We may choose to take advantage of some, but not
all, of the available exemptions. We have taken advantage of some reduced reporting burdens in this prospectus.
Accordingly, the information contained herein may be different than the information you receive from other public
companies in which you hold stock.

In addition, the JOBS Act provides that an emerging growth company can take advantage of an extended transition
period for complying with new or revised accounting standards. This provision allows an emerging growth company
to delay the adoption of some accounting standards until those standards would otherwise apply to private companies.
We have irrevocably elected not to avail ourselves of this exemption from new or revised accounting standards and,
therefore, we will be subject to the same new or revised accounting standards as other public companies that are not
emerging growth companies.
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THE OFFERING

Common stock offered by us

Total common stock to be outstanding after this offering

Underwriters option

Use of proceeds

Risk Factors

Nasdaq Global Market symbol

5,000,000 shares

21,842,431 shares

The underwriters have an option for a period of 30
days to purchase up to 750,000 additional shares
of our common stock.

We intend to use the net proceeds of this offering
to fund the clinical trials and other development
activities for I.V. and Oral CR845 and for working
capital and other general corporate purposes. See
Use of Proceeds on page 48 for a description of
the intended use of proceeds from this offering.

You should read the Risk Factors section of this
prospectus beginning on page 10 for a discussion
of factors to consider carefully before deciding to
invest in shares of our common stock.

CARA

The number of shares of our common stock to be outstanding after this offering is based on 16,842,431 shares of
common stock (including preferred stock on an as-converted basis) outstanding as of September 30, 2013, and

excludes:

19,851 shares of common stock issuable upon exercise of an outstanding warrant as of September 30, 2013 at an

exercise price of $10.08 per share;

490,160 shares of common stock issuable upon exercise of stock options outstanding as of September 30, 2013
pursuant to our 2004 Stock Incentive Plan, as amended, or the 2004 Plan, at a weighted-average exercise price of

$1.34 per share;

397,000 shares of our common stock issuable upon the exercise of stock options we have granted to our executive
officers and directors under our 2014 Equity Incentive Plan, or the 2014 Plan, as of the date of this prospectus, at

an exercise price equal to $11.00 per share; and

an additional 1,203,000 shares of common stock reserved for issuance under the 2014 Plan, which has become
effective as of the date of the signing of the underwriting agreement for this offering.
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Except as otherwise indicated herein, all information in this prospectus, including the number of shares that will be
outstanding after this offering, assumes or gives effect to:

a 1-for-2.5 reverse stock split of our common stock effected on January 16, 2014;
the filing of our amended and restated certificate of incorporation and the adoption of our amended and restated
bylaws immediately prior to the closing of this offering;
the conversion of all outstanding shares of our preferred stock into an aggregate of 12,554,188 shares of our
common stock, which will occur automatically upon the closing of this offering, which we refer to as the
automatic preferred stock conversion; and
no exercise of the underwriters option to purchase additional shares in this offering.
Certain of our existing principal stockholders and their affiliated entities have agreed to purchase an aggregate of
approximately $4.0 million in shares of our common stock in this offering at the initial public offering price.
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SUMMARY FINANCIAL DATA

The following summary financial data for the years ended December 31, 2011 and December 31, 2012 have been
derived from our audited financial statements included elsewhere in this prospectus. The following summary financial
data for the nine months ended September 30, 2012 and 2013 and as of September 30, 2013 have been derived from
our unaudited financial statements included elsewhere in this prospectus. Our unaudited financial statements have
been prepared on the same basis as the audited financial statements and, in the opinion of our management, include all
adjustments, consisting of normal recurring adjustments and accruals, necessary for a fair statement of the information
for the interim periods. Our historical results for any prior periods are not necessarily indicative of results to be
expected for a full year or for any future period.

You should read this information together with our financial statements and related notes included elsewhere in this
prospectus and the information under Selected Financial Data and Management s Discussion and Analysis of Financial
Condition and Results of Operations.

Year Ended Nine Months
December 31, Ended September 30,
2011 2012 2012 2013
(unaudited)

(in thousands, except share and per share data)
Statement of Operations Data:

Total revenue $ $ 1,190 $ 1,190 $ 10,991

Operating expenses:

Research and development 7,159 4,597 3,574 6,707

General and administrative 2,407 2,829 2,083 2,457

Total operating expenses 9,566 7,426 5,657 9,164

Operating income (loss) (9,566) (6,236) (4,467) 1,827

Total other expense (275) (66) (28) (3,724)
Loss before benefit from income taxes (9,841) (6,302) (4,495) (1,897)
Benefit from income taxes 35 31 21 27

Net loss $ (9,806) $ (6,271 $ @474 $ (1,870)

Net loss available to common stockholders $ (9,806) $ (6,271 $ 4474 $ (979)
Net loss per share:
Basic $ (3.03) $ (1.90) $ (1.36) $ (0.24)

Diluted $ (3.03) $ (1.90) $ (1.36) $ (0.24)
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The following table presents our summary balance sheet data:

on an actual basis as of September 30, 2013;

on a pro forma basis to give effect to the automatic preferred stock conversion, which will occur automatically
upon the closing of this offering; and

on a pro forma as adjusted basis to give further effect to our sale of 5,000,000 shares of common stock in this
offering at the initial public offering price of $11.00 per share, after deducting underwriting discounts and
commissions and estimated offering expenses payable by us.

As of September 30, 2013
Pro forma
Actual Pro forma as adjusted
(unaudited, in thousands)
Balance Sheet Data:
Cash and cash equivalents $ 17,733 $ 17,733 $ 65983
Total assets 22,068 22,068 69,872
Deferred revenue 4,434 4,434 4,434
Total liabilities 8,477 8,477 8,031
Total convertible preferred stock 65,586
Total stockholders (deficit) equity (51,995) 13,591 61,841
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RISK FACTORS
Risks Related to Our Financial Condition and Capital Requirements

We have incurred significant losses since our inception, anticipate that we will incur continued losses for the
foreseeable future, and may never achieve or maintain profitability.

We are a clinical-stage biopharmaceutical company with a limited operating history. For the last several years, we
have focused our efforts primarily on developing I.V. CR845 with the goal of achieving regulatory approval. Since
inception, we have incurred significant operating and net losses. Our net losses were $9.8 million and $6.3 million for
the years ended December 31, 2011 and December 31, 2012, respectively. As of September 30, 2013, we had an
accumulated deficit of $60.4 million. Although we recognized $11.0 million of revenue during the nine months ended
September 30, 2013 pursuant to our collaboration agreement with Maruishi Pharmaceutical Co., Ltd., or Maruishi, we
nevertheless generated a net loss of $1.9 million for the period, and we expect to continue to incur significant
expenses and operating and net losses over the next several years, as we continue to develop 1.V. CR845 and our other
product candidates. In addition, we expect to incur significant sales, marketing and manufacturing expenses related to
the commercialization of I.V. CR845 or our other product candidates, if they are approved by the FDA. As a result,
we expect to continue to incur significant losses for the foreseeable future. We anticipate that our expenses will
increase substantially as we:

commence our planned Phase 3 and other trials for I.V. CR845;

initiate and enroll our Phase 1 clinical trials of Oral CR845;

discover and develop additional product candidates;

conduct late-stage clinical trials and seek regulatory approvals for any product candidates that successfully

complete early clinical trials;

increase our I.V. CR845 manufacturing batch sizes to satisfy FDA requirements for Phase 3 clinical trials and a

New Drug Application, or NDA, submission;

establish a sales, marketing and distribution infrastructure and scale up external manufacturing capabilities to

commercialize any products for which we may obtain regulatory approval and that we choose not to license to a

third party;

maintain, expand and protect our intellectual property portfolio;

hire additional clinical, quality control and scientific personnel; and

add operational, financial and management information systems and personnel, including personnel to support

our product development and planned future commercialization efforts.
To become and remain profitable, we must succeed in developing and eventually commercializing products that
generate significant revenue. This will require us to be successful in a range of challenging activities, including
completing preclinical testing and clinical trials of our product candidates, discovering additional product candidates,
potentially entering into collaboration and license agreements, obtaining regulatory approval for product candidates
and manufacturing, marketing and selling any products for which we may obtain regulatory approval. We are only in
the preliminary stages of most of these activities. We may never succeed in these activities and, even if we do, may
never achieve profitability.

Because of the numerous risks and uncertainties associated with pharmaceutical product development, we are unable
to accurately predict the timing or amount of increased expenses or when, or if, we will be able to achieve
profitability. If we are required by the FDA or foreign regulatory authorities, to perform studies in addition to those
currently expected, or if there are any delays in completing our clinical trials or the development of any of our product
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candidates, our expenses could increase.

Even if we do achieve profitability, we may not be able to sustain or increase profitability on a quarterly or annual
basis. Our failure to become and remain profitable would depress the value of our company and could impair our
ability to raise capital, expand our business, maintain our research and development efforts, diversify our product
offerings or even continue our operations. A decline in the value of our company could also cause you to lose all or
part of your investment.

10
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Our short operating history makes it difficult to evaluate our business and prospects.

We commenced operations in 2004, and our operations to date have been limited to organizing and staffing our
company, business planning, raising capital and developing our product candidates, including undertaking preclinical
studies and conducting clinical trials of our lead product candidate, I.V. CR845. We have not yet demonstrated an
ability to obtain regulatory approval for, or successfully commercialize, a product candidate. In addition, as a
relatively nascent business, we may encounter unforeseen expenses, difficulties, complications, delays and other
known and unknown difficulties. If our product candidates are approved by the FDA, we will need to expand our
capabilities to support commercial activities. We may not be successful in adding such capabilities. Consequently, any
predictions about our future performance may not be as accurate as they could be if we had a history of successfully
developing and commercializing pharmaceutical products.

We will need additional funding and may be unable to raise capital when needed, which would force us to delay,
reduce or eliminate our product development programs or commercialization efforts.

Conducting clinical trials, pursuing regulatory approvals, establishing outsourced manufacturing relationships and
successfully manufacturing and commercializing our product candidates, including I.V. CR845, is expensive. We will
need to raise additional capital to:

fund our future clinical trials if we encounter any unforeseen delays or difficulties in our planned development

activities for I.V. CR845;

fund our operations and continue our efforts to hire additional personnel and build a commercial infrastructure to

prepare for the commercialization of I.V. CR845 and our other future product candidates, if approved by the

FDA;

qualify and outsource the commercial-scale manufacturing of our products under current good manufacturing

practices, or cGMP;

advance Oral CR845 beyond Phase 2 clinical trials;

develop additional product candidates, including CR701; and

in-license other product candidates.
We believe that with our available cash and cash equivalent balance as of September 30, 2013, along with the net
proceeds from this offering, we will have sufficient funds to meet our projected operating requirements for at least the
next 24 months, without giving effect to any potential milestone payments we may receive under our collaboration
agreements. We have based this estimate on assumptions that may prove to be wrong and we could spend our
available financial resources faster than we currently expect. Further, we may not have sufficient financial resources to
meet all of our objectives if I.V. CR845 is approved, which could require us to postpone, scale back or eliminate
some, or all, of these objectives, including our potential launch activities relating to I.V. CR845. Our future funding
requirements will depend on many factors, including, but not limited to:

the potential for delays in our efforts to seek regulatory approval for I.V. CR845, and any costs associated with
such delays;

the costs of establishing a commercial organization to sell, market and distribute I.V. CR845;

the rate of progress and costs related to our Phase 1 and Phase 2 development of Oral CR845;

the rate of progress and costs of our efforts to prepare for the submission of an NDA for any product candidates
that we may in-license or acquire in the future, and the potential that we may need to conduct additional clinical
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trials to support applications for regulatory approval;

the costs of filing, prosecuting, defending and enforcing any patent claims and other intellectual property rights
associated with our product candidates, including any such costs we may be required to expend if our licensors
are unwilling or unable to do so;

the cost and timing of manufacturing sufficient supplies of I.V. CR845 in preparation for commercialization;

the effect of competing technological and market developments;

the terms and timing of any collaborative, licensing, co-promotion or other arrangements that we may establish;
defending our intellectual property and patent rights; and

the success of the commercialization of I.V. CR845 and our other product candidates.

11

Table of Contents 24



Edgar Filing: Cara Therapeutics, Inc. - Form 424B4

Table of Conten

Future capital requirements will also depend on the extent to which we acquire or invest in additional complementary
businesses, products and technologies. Until we can generate a sufficient amount of product revenue, if ever, we
expect to finance future cash needs through public or private equity offerings, debt financings, product supply revenue
and royalties, corporate collaboration and licensing arrangements, as well as through interest income earned on cash
and investment balances. We cannot be certain that additional funding will be available on acceptable terms, or at all.
If adequate funds are not available, we may be required to delay, reduce the scope of, or eliminate, one or more of our
development programs or our commercialization efforts.

Risks Related to Our Business and the Development of Our Product Candidates

We are substantially dependent on the success of our lead product candidate, 1.V. CR845, and cannot guarantee
that this product candidate will successfully complete Phase 3 clinical trials, receive regulatory approval or be
successfully commercialized.

We currently have no products approved for commercial distribution. We have invested a significant portion of our
efforts and financial resources in the development of our most advanced product candidate, I.V. CR845. Our business
depends entirely on the successful development and commercialization of our product candidates, and in particular,
L.V. CR845, which may never occur. Our ability to generate revenues in the near term is substantially dependent on
our ability to develop, obtain regulatory approval for, and then successfully commercialize I.V. CR845. We currently
generate no revenues from sales of any products, and we may never be able to develop or commercialize a marketable
product.

Our lead product candidate, I.V. CR845, will require additional clinical development, regulatory approval,
commercial manufacturing arrangements, establishment of a commercial organization, significant marketing efforts
and further investment before we generate any revenues from product sales. We are not permitted to market or
promote any of our product candidates, including I.V. CR845, before we receive regulatory approval from the FDA or
comparable foreign regulatory authorities, and we may never receive such regulatory approval for any of our product
candidates. If we do not receive FDA approval for, and successfully commercialize, .V. CR845, we will not be able
to generate revenue from [.V. CR845 in the United States in the foreseeable future, or at all. Any significant delays in
obtaining approval for and commercializing I.V. CR845 will have a substantial adverse impact on our business and
financial condition.

We have not previously submitted an NDA to the FDA, or similar drug approval filings to comparable foreign
authorities, for any product candidate, and we cannot be certain that [.V. CR845 or any of our other product
candidates will be successful in clinical trials or receive regulatory approval. Even though I.V. CR845 has completed
three Phase 2 clinical trials, it is, nonetheless, susceptible to the risks of failure inherent at any stage of product
development, including the appearance of unexpected adverse events or failure to achieve its primary endpoints in
subsequent clinical trials, including our planned Phase 3 clinical trials. Further, our product candidates, including I.V.
CR845, may not receive regulatory approval even if they are successful in clinical trials. If approved for marketing by
applicable regulatory authorities, our ability to generate revenues from I.V. CR845 will depend on our ability to:

create market demand for I.V. CR845 through our own marketing and sales activities, and any other
arrangements to promote this product candidate we may otherwise establish;

hire, train and deploy a sales force to commercialize I.V. CR845 in the United States;

manufacture I.V. CR845 in sufficient quantities and at acceptable quality and manufacturing cost to meet
commercial demand at launch and thereafter;
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establish and maintain agreements with wholesalers, distributors and group purchasing organizations on
commercially reasonable terms;

create partnerships with, or offer licenses to, third parties to promote and sell I.V. CR845 in foreign markets
where we receive marketing approval;

maintain patent and trade secret protection and regulatory exclusivity for [.V. CR845;

launch commercial sales of I.V. CR845, whether alone or in collaboration with others;

achieve market acceptance of I.V. CR845 by patients, the medical community and third-party payors;

12
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achieve appropriate reimbursement for [.V. CR845;

effectively compete with other therapies; and

maintain a continued acceptable safety profile of .V. CR845 following launch.
As we continue to develop our other product candidates, including Oral CR845 and CR701, we expect to face similar
risks to our ability to develop, obtain regulatory approval for and successfully commercialize such product candidates
as we face with I.V. CR845.

Our lead product candidate, 1.V. CR845, and our second product candidate, Oral CR845, act as selective kappa
opioid receptor agonists, which is a drug class that has not previously yielded a successful commercial product for
pain indications.

The development of product candidates based on peripheral kappa opioid receptor agonists is an emerging field, and
the scientific discoveries that form the basis for our efforts to discover and develop product candidates that work
through this mechanism are relatively recent. The scientific evidence to support the feasibility of developing
differentiated product candidates based on these discoveries is both preliminary and limited. We believe that we are
amongst a relatively small group of companies that are pursuing the development of product candidates based on
peripherally acting kappa opioid receptor agonists. In addition, we believe that companies that previously explored the
development of kappa opioid receptor agonists abandoned these efforts because those prior generation kappa agonists,
which were centrally active, resulted in psychiatric side effects. Although CR845 is a peripherally acting kappa opioid
receptor agonist and these side effects have not been observed in any of our clinical trials to date, it is possible that we
could observe similar side effects, or other unacceptable adverse events. As a result, our approach to developing
product candidates based on peripheral kappa opioid receptor agonists may not be successful and may never lead to
marketable products.

We may expend our limited resources to pursue a particular product candidate or indication and fail to capitalize
on product candidates or indications that may be more profitable or for which there is a greater likelihood of
success.

Because we have limited financial and managerial resources, we focus on developing product candidates for specific
indications that we identify as most likely to succeed, in terms of both its regulatory approval and commercialization.
As such, we are currently primarily focused on the development of I.V. CR845 for acute postoperative pain. As a
result, we may forego or delay pursuit of opportunities with other product candidates or for other indications that may
prove to have greater commercial potential. Our resource allocation decisions may cause us to fail to capitalize on
viable commercial products or profitable market opportunities. Our spending on current and future research and
development programs and product candidates for specific indications may not yield any commercially viable
products. If we do not accurately evaluate the commercial potential or target market for a particular product candidate,
we may relinquish valuable rights to that product candidate through collaboration, licensing or other royalty
arrangements in cases in which it would have been more advantageous for us to retain sole development and
commercialization rights to such product candidate.

If we fail to supply CR845 to our collaboration partners we could lose revenues and be in breach of our
obligations.

In connection with our agreements with Maruishi Pharmaceutical Co., Ltd, or Maruishi, and Chong Kun Dang
Pharmaceutical Corp., or CKD, we are obligated to negotiate in good faith to enter into supply agreements, pursuant
to which, subject to certain conditions, we have obligations to supply CR845 to these parties for commercialization.
At this time, our suppliers for I.V. CR845 include Polypeptide Laboratories, or Polypeptide, for the active
pharmaceutical ingredient, and Patheon UK Limited, for manufacturing of the finished clinical trial material. Under
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the terms of our agreement with Polypeptide, it has agreed to manufacture and supply to us quantities of active
pharmaceutical ingredient according to mutually agreed upon specifications for clinical trial purposes. In addition,
under the terms of our agreement with Patheon, we have agreed to supply Patheon with sufficient quantities of active
pharmaceutical ingredient, which it in turn manufactures into clinical trial material for use in our clinical trials. If we
are unable to obtain an adequate supply of CR845 product from third-party suppliers to meet our obligations to
Maruishi and/or CKD, we will be in breach of our supply obligations under the agreements, and may be liable for
damages, which could also
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hurt our business and reputation. In addition, our failure to supply our partners with CR845 will inhibit their ability to
commercialize CR845 products, which, in turn will result in a loss of revenue for us.

Our future growth may depend on our ability to identify and develop products and if we do not successfully identify
and develop product candidates or integrate them into our operations, we may have limited growth opportunities.

A component of our business strategy is to continue to develop a pipeline of product candidates by developing
products that we believe are a strategic fit with our focus on pain therapeutics. However, these business activities may
entail numerous operational and financial risks, including:

difficulty or inability to secure financing to fund development activities for such development;

disruption of our business and diversion of our management s time and attention;

higher than expected development costs;

exposure to unknown liabilities;

difficulty in managing multiple product development programs; and

inability to successfully develop new products or clinical failure.
We have limited resources to identify and execute the development of products. Moreover, we may devote resources
to potential development that are never completed, or we may fail to realize the anticipated benefits of such efforts. If
we do not successfully develop and commercialize product candidates, we may not be able to obtain product revenues
in future periods.

The regulatory approval processes of the FDA and comparable foreign authorities are lengthy, time consuming
and inherently unpredictable. If we are not able to obtain, or if there are delays in obtaining, required regulatory
approvals, we will not be able to commercialize our product candidates as expected, and our ability to generate
revenue will be materially impaired.

The time required to obtain approval by the FDA and comparable foreign authorities is unpredictable but typically
takes many years following the commencement of clinical trials and depends upon numerous factors, including the
substantial discretion of the regulatory authorities. In addition, approval policies, regulations, or the type and amount
of clinical data necessary to gain approval may change during the course of a product candidate s clinical development
and may vary among jurisdictions. We have not obtained regulatory approval for any product candidate and it is
possible that none of our existing product candidates, including I.V. CR845 and Oral CR845, or any product
candidates we may seek to develop in the future, will ever obtain regulatory approval.

Our product candidates and the activities associated with their development and commercialization, including their
design, testing, manufacture, safety, efficacy, recordkeeping, labeling, storage, approval, advertising, promotion, sale
and distribution, are subject to comprehensive regulation by the FDA and other regulatory agencies in the United
States and by the European Medicines Agency and similar regulatory authorities outside the United States. Failure to
obtain marketing approval for a product candidate will prevent us from commercializing the product candidate. We
have no experience in filing and supporting the applications necessary to gain marketing approvals and expect to rely
on third-party CROs and consultants to assist us in this process. Securing marketing approval requires the submission
of extensive preclinical and clinical data and supporting information to regulatory authorities for each therapeutic
indication to establish the product candidate s safety and efficacy for that indication. Securing marketing approval also
requires the submission of information about the product manufacturing process to, and inspection of manufacturing
facilities by, the regulatory authorities.
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Clinical testing is expensive and can take many years to complete, and its outcome is inherently uncertain. Failure can
occur at any time during the clinical trial process. The results of preclinical studies and early clinical trials of our
product candidates may not be predictive of the results of later-stage clinical trials. Product candidates in later stages
of clinical trials may fail to show the desired safety and efficacy traits despite having progressed through preclinical
studies and initial clinical trials. A number of companies in the biopharmaceutical industry have suffered significant
setbacks in advanced clinical trials due to lack of efficacy or adverse safety profiles, notwithstanding promising results
in earlier trials. Our future clinical trial results may not be successful. We may
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also experience numerous unforeseen events during, or as a result of, clinical trials that could delay or prevent our
ability to receive marketing approval or commercialize our product candidates, including:

regulators or institutional review boards may not authorize us or our investigators to commence a clinical trial or
conduct a clinical trial at a prospective trial site;
we may experience delays in reaching, or fail to reach, agreement on acceptable clinical trial contracts or clinical
trial protocols with prospective trial sites;
clinical trials of our product candidates may produce negative or inconclusive results, and we may decide, or
regulators may require us, to conduct additional clinical trials or abandon product development programs;
the number of patients required for clinical trials of our product candidates may be larger than we anticipate,
enrollment in these clinical trials may be slower than we anticipate or participants may drop out of these clinical
trials at a higher rate than we anticipate;
our third-party contractors may fail to comply with regulatory requirements or meet their contractual obligations
to us in a timely manner, or at all;
we may have to suspend or terminate clinical trials of our product candidates for various reasons, including a
finding that the participants are being exposed to unacceptable health risks;
regulators or institutional review boards may require that we or our investigators suspend or terminate clinical
research for various reasons, including noncompliance with regulatory requirements or a finding that the
participants are being exposed to unacceptable health risks;
changes in marketing approval policies during the development period;
changes in or the enactment of additional statutes or regulations;
changes in regulatory review for each submitted product application;
the cost of clinical trials of our product candidates may be greater than we anticipate;
the supply or quality of our product candidates or other materials necessary to conduct clinical trials of our
product candidates may be insufficient or inadequate; and
our product candidates may have undesirable side effects or other unexpected characteristics, causing us or our
investigators, regulators or institutional review boards to suspend or terminate the trials.
Moreover, if we are required to conduct additional clinical trials or other testing of our product candidates beyond
those that we currently contemplate, if we are unable to successfully complete clinical trials of our product candidates
or other testing, if the results of these trials or tests are not positive or are only modestly positive or if there are safety
concerns, we may:

be delayed in obtaining marketing approval for our product candidates;

not obtain marketing approval at all;

obtain approval for indications or patient populations that are not as broad as intended or desired;

obtain approval with labeling that includes significant use or distribution restrictions or safety warnings;

be subject to additional post-marketing testing requirements; or

have the product removed from the market after obtaining marketing approval.
Furthermore, regulatory authorities have substantial discretion in the approval process and may refuse to accept any
application or may decide that our data is insufficient for approval and require additional preclinical, clinical or other
studies. In addition, varying interpretations of the data obtained from preclinical and clinical testing could delay, limit
or prevent marketing approval of a product candidate. Any marketing approval we ultimately obtain may be limited or
subject to restrictions or post-approval commitments that render the approved product not commercially viable.
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Finally, even if we were to obtain approval, regulatory authorities may approve any of our product candidates for
fewer or more limited indications than we request, may grant approval contingent on the performance of costly
post-marketing clinical trials, or may approve a product candidate with a label that does not include the labeling
claims necessary or desirable for the successful commercialization of that product candidate. Any of these scenarios
could compromise the commercial prospects for our product candidates to assure safe use of the product candidates,
either as a condition of product candidate approval or on the basis of new safety information.
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If we experience delays in obtaining approval, if we fail to obtain approval of a product candidate or if the label for a
product candidate does not include the labeling claims necessary or desirable for the successful commercialization of
that product candidate, the commercial prospects for such product candidate may be harmed and our ability to
generate revenues will be materially impaired.

The FDA may determine that 1.V. CR845 or any of our other product candidates have undesirable side effects that
could delay or prevent their regulatory approval or commercialization.

Undesirable side effects caused by our product candidates could cause us or regulatory authorities to interrupt, delay
or halt clinical trials and could result in a more restrictive label or the delay or denial of regulatory approval by the
FDA or other comparable foreign authorities. For example, if concerns are raised regarding the safety of a new drug as
a result of undesirable side effects identified during clinical testing, the FDA may order us to cease further
development, decline to approve the drug or issue a letter requesting additional data or information prior to making a
final decision regarding whether or not to approve the drug. The number of such requests for additional data or
information issued by the FDA in recent years has increased, and resulted in substantial delays in the approval of
several new drugs. Undesirable side effects caused by 1.V. CR845 or any of our other product candidates could also
result in denial of regulatory approval by the FDA or other regulatory authorities for any or all targeted indications or
the inclusion of unfavorable information in our product labeling, and in turn prevent us from commercializing and
generating revenues from the sale of I.V. CR845 or any other product candidate.

To date, the side effects observed in the completed 1.V. CR845 clinical trials include dizziness, transient facial
tingling, a state of near-sleep, or somnolence, and hypernatremia, an electrolyte disturbance that is defined by an
elevated sodium level in the blood, which we believe is secondary, at least in part, to another side effect, aquaresis,
that is defined as electrolyte-free urination. Prolonged aquaresis can result in a negative fluid balance if the excreted
water is not replaced by oral or intravenous water, and although we will recommend such prevention of dehydration,
we cannot be certain that such instructions will be followed by healthcare providers and/or patients, and failure to
follow such instructions may be accompanied by adverse events associated with dehydration, including disability and
death. We believe that one such adverse event, which has been observed, postural tachycardia, an elevation of heart
rate upon standing up, is a physiological reflex that can be triggered as a result of decreased intravascular volume
caused by a negative fluid balance. We have observed transient prolactin elevations, which are brief increases in the
concentration of the hormone prolactin in the bloodstream, in response to 1.V. CR845, which we have measured as a
nonselective opioid biomarker since both kappa and mu opioids elicit this effect. We cannot be certain that such
elevations in prolactin will be transient, safe, and well tolerated in all patients. In addition, kappa opioid agonists, the
class of drugs that I.V. CR845 belongs to, have been associated with poorly tolerated psychiatric side effects, such as
a feeling of emotional and mental discomfort, or dysphoria, and hallucinations, at high doses, particularly for prior
generations of kappa opioid agonists with substantially unrestricted or only partially restricted entry to the CNS.
Although we have not observed psychiatric side effects in any CR845 clinical trials to date, we cannot be certain that
these side effects or others will not be observed in the future, or that the FDA will not require additional trials or
impose more severe labeling restrictions due to these side effects or other concerns. The drug-related side effects
could affect patient recruitment or the ability of enrolled patients to complete the trial or result in potential product
liability claims. Any of these occurrences may harm our business, financial condition and prospects significantly.

Additionally if one or more of our product candidates receives marketing approval, and we or others later identify

undesirable side effects caused by such products, a number of potentially significant negative consequences could
result, including:
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regulatory authorities may withdraw approvals of such product;

regulatory authorities may require additional warnings on the label;

we may be required to create a medication guide outlining the risks of such side effects for distribution to
patients, if not already required pursuant to a Risk Evaluation and Mitigation Strategy, or REMS;

we could be sued and held liable for harm caused to patients; and

our reputation may suffer.
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Any of these events could prevent us from achieving or maintaining market acceptance of the particular product
candidate, if approved, and could significantly harm our business, results of operations and prospects.

If we experience delays or difficulties in the enrollment of patients in clinical trials, our receipt of necessary
regulatory approvals could be delayed or prevented.

We may not be able to initiate or continue conducting clinical trials for our product candidates if we are unable to
locate and enroll a sufficient number of eligible patients to participate in these trials as required by the FDA or similar
regulatory authorities outside the United States. Some of our competitors have ongoing clinical trials for product
candidates that treat the same indications as our product candidates, and patients who would otherwise be eligible for
our clinical trials may instead enroll in clinical trials of our competitors product candidates. Patient enrollment is
affected by other factors including:

the size and nature of the patient population;

the severity of the disease under investigation;

the eligibility criteria for, and design of, the trial in question;

the perceived risks and benefits of the product candidate under study;

competition in recruiting and enrolling patients in clinical trials;

the efforts to facilitate timely enrollment in clinical trials;

the patient referral practices of physicians;

the ability to monitor patients adequately during and after treatment; and

the proximity and availability of clinical trial sites for prospective patients.
Our inability to enroll a sufficient number of patients for our clinical trials would result in significant delays and could
require us to abandon one or more clinical trials altogether. Our current development plan for I.V. CR845
contemplates recruiting and enrolling more than a thousand patients for our Phase 3 clinical trials. We may encounter
difficulties and/or delays in completing our planned enrollments. Enrollment delays in our clinical trials may result in
increased development costs for our product candidates, or the inability to complete development of our product
candidates, which would cause the value of our company to decline, limit our ability to obtain additional financing,
and materially impair our ability to generate revenues.

Our lead product candidate, 1.V. CR845, and our second product candidate, Oral CR845, if approved, will compete
in the marketplace with mu opioid products that are subject to restrictive marketing and distribution regulations,
which if applied to our product candidates would restrict their use and harm our ability to generate profits.

The FDA Amendments Act of 2007 implemented safety-related changes to product labeling and provided the FDA
with expanded authority to require the adoption of a Risk Evaluation and Mitigation Strategy, or REMS, as part of an
NDA or after approval. Many currently approved mu opioid receptor agonists require REMS. REMS programs may
require medication guides for patients, special communication plans to healthcare professionals or elements to assure
safe use, such as restricted distribution methods, patient registries and/or other risk minimization tools. While CR845
has been safe and well tolerated in clinical trials to date and has not shown any evidence of the euphoria that has led to
misuse, abuse and addiction of mu opioids, the FDA may still determine that CR845-based products require a REMS
program. We cannot predict whether REMS will be required as part of the FDA s approval of our product candidates
and, if required, what those requirements might be. Any limitations on approval or marketing could restrict the
commercial promotion, distribution, prescription or dispensing of our product candidates, if approved. If a REMS
program is required, depending on the extent of the REMS requirements, the program might significantly increase our
costs to commercialize these product candidates. Furthermore, risks of our product candidates that are not adequately
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addressed through proposed REMS for such product candidates may also prevent or delay their approval for
commercialization.

In addition, currently approved mu opioids with which CR845-based products may compete are controlled substances,
which are subject to state, federal and foreign laws and regulations regarding their manufacture, use, sale, importation,
exportation and distribution. Controlled substances are regulated under the federal Controlled Substances Act of 1970,
or CSA, and regulations of the DEA. The DEA regulates controlled substances as Schedule I, II, III, IV or V
substances. Schedule I substances by definition have no established medicinal use and may not be marketed or sold in
the United States. A pharmaceutical product may be listed as
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Schedule II, III, IV or V, with Schedule II substances considered to present the highest risk of abuse and Schedule V
substances the lowest relative risk of abuse among such substances. While CR845-based products have not
demonstrated any evidence of the euphoria that has led to misuse, abuse, and addiction of mu opioids, and while
CR845-based products are not being treated as a controlled substance in clinical trials, it is possible that the DEA
could determine that CR845-based products should be regulated as controlled substances.

Various states also independently regulate controlled substances. Though state controlled substances laws often mirror
federal law, because the states are separate jurisdictions, they may separately schedule drugs as well. While some
states automatically schedule a drug when the DEA does so, in other states there must be rulemaking or a legislative
action. State scheduling may delay commercial sale of any controlled substance drug product for which we obtain
federal regulatory approval and adverse scheduling could impair the commercial attractiveness of such product. We or
our collaborators may also be requested to obtain separate state registrations in order to be able to obtain, handle and
distribute controlled substances for clinical trials or commercial sale, and failure to meet applicable regulatory
requirements could lead to enforcement and sanctions from the states in addition to those from the DEA or otherwise
arising under federal law.

If any of our product candidates are classified as controlled substances, we and our suppliers, manufacturers,
contractors, customers and distributors would be required to obtain and maintain applicable registrations from state,
federal and foreign law enforcement and regulatory agencies and comply with state, federal and foreign laws and
regulations regarding the manufacture, use, sale, importation, exportation and distribution of controlled substances.
Also, if any of our product candidates that were classified as controlled substances, there is a risk that DEA
regulations could limit the supply of t