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PROSPECTUS SUPPLEMENT

(To Prospectus dated August 31, 2012)

3,800,000 Shares

Common Stock

We are offering 3,800,000 shares of our common stock. Our common stock is listed on The NASDAQ Global Market under the symbol ACRX.
On July 17, 2013, the last reported sale price of our common stock on The NASDAQ Global Market was $11.92 per share.

Investing in our common stock involves a high degree of risk. Please read _Risk Factors beginning on page S-9 of this prospectus
supplement.

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

PER SHARE TOTAL
Public Offering Price $ 11.650 $ 44,270,000
Underwriting Discounts and Commissions $ 0.699 $ 2,656,200
Proceeds to AcelRx Pharmaceuticals before expenses $ 10.951 $41,613,800

(1) See Underwriting for additional disclosure regarding underwriting commission and expenses.

Delivery of the shares of common stock is expected to be made on or about July 23, 2013. We have granted the underwriters an option for a
period of 30 days to purchase up to an additional 570,000 shares of our common stock. If the underwriters exercise the option in full, the total
underwriting discounts and commissions payable by us will be $3,054,630 and the total proceeds to us, before expenses, will be $47,855,870.

Joint Book-Running Managers
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You should rely only on the information contained in or incorporated by reference in this prospectus supplement, the accompanying
prospectus and in any free writing prospectus that we have authorized for use in connection with this offering. We have not, and the
underwriters have not, authorized anyone to provide you with different information. If anyone provides you with different or
inconsistent information, you should not rely on it. We and the underwriters take no responsibility for, and can provide no assurance as
to the reliability of, any other information that others may give you. We are not, and the underwriters are not, making an offer to sell
these securities in any jurisdiction where the offer or sale is not permitted. You should assume that the information appearing in this
prospectus supplement, the accompanying prospectus, the documents incorporated by reference in this prospectus supplement and the
accompanying prospectus, and in any free writing prospectus that we have authorized for use in connection with this offering, is
accurate only as of the date of those respective documents, regardless of the time of delivery of those respective documents. Our
business, financial condition, results of operations and prospects may have changed since those dates. You should read this prospectus
supplement, the accompanying prospectus, the documents incorporated by reference in this prospectus supplement and the
accompanying prospectus, and any free writing prospectus that we have authorized for use in connection with this offering, in their
entirety before making an investment decision. You should also read and consider the information in the documents we have referred
you to in the sections of this prospectus supplement entitled Where You Can Find More Information and Incorporation of Certain
Information by Reference.
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ABOUT THIS PROSPECTUS SUPPLEMENT

This document is in two parts. The first part is this prospectus supplement, which describes the terms of this offering of common stock and also
adds to and updates information contained in the accompanying prospectus and the documents incorporated by reference into this prospectus
supplement and the accompanying prospectus. The second part, the accompanying prospectus dated August 31, 2012, including the documents
incorporated by reference therein, provides more general information. Generally, when we refer to this prospectus, we are referring to both parts
of this document combined. To the extent there is a conflict between the information contained in this prospectus supplement, on the one hand,
and the information contained in the accompanying prospectus or in any document incorporated by reference that was filed with the Securities
and Exchange Commission, or SEC, before the date of this prospectus supplement, on the other hand, you should rely on the information in this
prospectus supplement. If any statement in one of these documents is inconsistent with a statement in another document having a later date for
example, a document incorporated by reference in the accompanying prospectus the statement in the document having the later date modifies or
supersedes the earlier statement.

All references in this prospectus supplement and the accompanying prospectus to AcelRx,  AcelRx Pharmaceuticals, the company, we,
similar references refer to AcelRx Pharmaceuticals, Inc., except where the context otherwise requires or as otherwise indicated.

ACELRX, NANOTAB and ACCELERATE.INNOVATE.ALLEVIATE. are registered trademarks of AcelRx Pharmaceuticals, Inc. Other
trademarks of AcelRx Pharmaceuticals, Inc., including ZALVISO, appearing in this prospectus are the property of AcelRx Pharmaceuticals, Inc.
This report also contains trademarks and trade names that are the property of their respective owners.

S-iii
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PROSPECTUS SUPPLEMENT SUMMARY

This summary highlights certain information about us, this offering and selected information contained elsewhere in or incorporated by
reference into this prospectus supplement. This summary is not complete and does not contain all of the information that you should consider
before deciding whether to invest in our common stock. For a more complete understanding of our company and this offering, you should read
and consider carefully the more detailed information in this prospectus supplement and the accompanying prospectus, including the information
incorporated by reference in this prospectus supplement and the accompanying prospectus, and the information included in any free writing
prospectus that we have authorized for use in connection with this offering. If you invest in our common stock, you are assuming a high degree
of risk. See Risk Factors beginning on page S-9 of this prospectus supplement.

Overview

We are a development stage specialty pharmaceutical company focused on the development and commercialization of innovative therapies for
the treatment of acute and breakthrough pain. Our lead product candidate, Zalviso, formerly known as the Sufentanil NanoTab PCA System, or
ARX-01, is designed to improve the management of moderate-to-severe acute pain in patients in the hospital setting. Although widely used, the
current standard of care for patients with moderate-to-severe post-operative pain in the hospital, intravenous patient-controlled analgesia, or [V
PCA, has been shown to cause harm and inconvenience to patients following surgery because of the side effects of commonly used IV PCA
opioids, the invasive IV needle route of delivery and the inherent potential for programming and delivery errors associated with the complexity
of infusion pumps.

Zalviso

Zalviso is an investigational pre-programmed, non-invasive, handheld system that allows hospitalized patients with moderate-to-severe acute
pain to self-dose with sublingual sufentanil NanoTabs to manage their pain. Zalviso is designed to address the limitations of IV PCA by
offering:

n A high therapeutic index opioid: Zalviso uses the high therapeutic index opioid sufentanil; it offers hospitalized patients with
moderate-to-severe acute pain the potential for effective patient-controlled analgesia with a low incidence of drug-related side effects.

n A non-invasive route of delivery: The sublingual route of delivery used by Zalviso provides rapid onset of analgesia,
therefore eliminating the risk of IV-related analgesic gaps and IV complications, such as catheter-related infections in IV
PCA treated patients. In addition, because patients are not tethered to IV tubing and a pump for pain relief, Zalviso allows
for ease of patient mobility.

n A simple. pre-programmed PCA solution: Zalviso is a pre-programmed PCA system designed to eliminate the risk of pump
programming errors.
Our Phase 3 clinical program for Zalviso consists of three trials: two placebo-controlled efficacy and safety trials and one open-label active
comparator trial, in which Zalviso was compared to IV PCA morphine. Each of the three Phase 3 trials achieved its primary endpoint, and we
believe the trial data support the submission of a New Drug Application, or NDA, which we anticipate will occur in the third quarter of 2013. A
summary of the Phase 3 trials and results is as follows:

Active comparator trial (IAP 309)

In November 2012, we reported top-line data demonstrating that Zalviso met its primary endpoint of non-inferiority in a Phase 3 open-label
active comparator trial designed to compare the efficacy and safety of Zalviso (15 mcg/dose, 20 minute lock-out) to IV PCA with morphine
(1mg/dose, 6 minute lock-out) for the treatment of moderate-to-severe acute post-operative pain immediately following major abdominal or
orthopedic surgery.

Table of Contents 7
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Top-line primary endpoint results of this Phase 3 clinical trial demonstrate that:

n Zalviso was non-inferior (p<0.001) to IV PCA morphine for the primary endpoint of Patient Global Assessment of method of pain
control, or PGA, comparison over the 48-hour trial period as determined by the combined percentage of patients with PGA ratings of
good or excellent (78.5% vs. 65.6%, respectively).

n A secondary comparison of the primary endpoint, specifically a statistical analysis of superiority, demonstrated that Zalviso was
statistically superior to IV PCA morphine for the PGA endpoint (p=0.007). Statistically superior and non-inferior PGA for Zalviso
compared to IV PCA morphine was also seen at the 24 hour and 72 hour time points.

The trial also demonstrated that Zalviso produced a significantly faster onset of pain relief and reduction in pain intensity compared to IV PCA
morphine that separated at 45 minutes and achieved statistical significance at 1, 2 and 4 hours (p<0.01). Furthermore, there were statistically
fewer patients in the Zalviso group that experienced oxygen desaturation to a level less than 95% compared to the IV PCA morphine group
(p=0.028).

Throughout the course of the trial, 7.3% of patients treated with Zalviso dropped out of the trial prematurely due to lack of efficacy compared to
8.9% of patients treated with IV PCA morphine. Additionally, 7.3% of the patients treated with Zalviso dropped out of the trial due to an adverse
event compared to 10.0% of the IV PCA morphine patients. We observed 13 patients who experienced serious adverse events, or SAEs, in the
trial, of whom three patients experienced serious adverse events assessed as possibly or probably related to the trial drug, with one related to
Zalviso and two related to IV PCA morphine.

Double-blind, placebo-controlled, abdominal surgery trial (IAP 310)

In March 2013, we reported top-line data demonstrating that Zalviso met its primary endpoint in a pivotal Phase 3 trial designed to compare the
efficacy and safety of Zalviso to placebo in the management of acute post-operative pain after major open abdominal surgery. Adverse events
reported in the trial were generally mild or moderate in nature and similar in both placebo and treatment groups. Utilizing a randomized,
double-blind, placebo-controlled design, this pivotal Phase 3 trial enrolled 178 adult patients at 13 U.S. sites.

The primary endpoint evaluated pain intensity over the 48-hour trial period compared to baseline, or Summed Pain Intensity Difference
(SPID-48), in patients following major open abdominal surgery. SPID-48 is the endpoint requested by FDA to demonstrate effectiveness of a
pain control medicine. Patients receiving Zalviso demonstrated a significantly greater SPID-48 (pain reduction) compared to placebo treated
patients during the trial period (105.6 and 55.6, respectively; p=0.001). Additionally, secondary endpoint data showed that 24 hours and 72
hours after first dose, SPID was significantly greater in Zalviso-treated patients than in the placebo-treated patients (p<0.001 and p=0.004
respectively).

Eighty, or 70.2%, of the Zalviso-treated patients completed the 48-hour trial period, compared to 30, or 51.7%, of placebo-treated patients.
Reasons for drop-out in Zalviso-treated and placebo-treated groups were adverse events (5.3% and 6.9%, respectively), lack of efficacy (16.7%
and 31.0%, respectively) and other (7.9% and 10.3%, respectively).

Treatment-emergent adverse events occurred in 64.0% of Zalviso-treated patients and 67.2% of placebo-treated patients. Adverse events with an
occurrence greater than 5% in either the Zalviso group or the placebo group were nausea (30.7% and 41.4%, respectively), fever (14.9% and
8.6%, respectively), vomiting (8.8% and 6.9%, respectively), itching (8.8% and 0.0%, respectively), oxygen saturation decrease (6.1% and
1.7%, respectively), and hypertension (2.6% and 5.2%, respectively). Itching, a frequently observed side effect of opioids, was the only adverse
event that was significantly different between the groups (p=0.017). All reported cases of itching in the trial were mild in nature.

Only one patient, in the Zalviso group, experienced a serious adverse event, which was determined to be unrelated to the trial drug by the
investigator.
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Double-blind, placebo-controlled, orthopedic surgery trial (IAP 311)

In May 2013, we reported top-line data results demonstrating that Zalviso met its primary endpoint in a pivotal Phase 3 trial designed to compare
the efficacy and safety of Zalviso to placebo in the management of acute post-operative pain after major orthopedic surgery. Utilizing a
randomized, double-blind, placebo-controlled design, this pivotal Phase 3 trial enrolled 426 adult patients at 34 U.S. sites.

The primary endpoint evaluated pain intensity over the 48-hour trial period compared to baseline, or SPID-48, in patients following major
orthopedic surgery. Patients receiving Zalviso demonstrated a significantly greater SPID-48 (pain reduction) compared to placebo -treated
patients during the trial period (+76.1 vs -11.5, p<0.001). Secondary endpoint data demonstrated that SPID at 24 hours and 72 hours was also
significantly greater in the Zalviso-treated patients than in the placebo-treated patients (p<0.001 in each case).

Two hundred fifteen, or (68.3%), Zalviso-treated patients completed the 48-hour trial period, compared to 43 (41.3%) placebo-treated
patients. Primary reasons for drop-out in the Zalviso- and placebo-treated groups were adverse events (7.0% and 6.7%, respectively) and lack of
efficacy (14.3% and 48.1%, respectively).

Treatment-emergent adverse events were generally mild to moderate in nature and similar for the majority of adverse events between Zalviso
and placebo treated patients, despite the shorter duration of exposure in the placebo-treated patients caused by early termination due to
inadequate analgesia. Adverse events of nausea (occurring in 52.7% of sufentanil-treated patients vs 33.7% of placebo-treated patients),
vomiting (12.7% vs 5.8%, respectively), dizziness (6% vs 1%, respectively) and itching (6% vs 0%, respectively) were the only adverse effects
that were statistically significantly greater for Zalviso-treated patients as compared to placebo-treated patients. Nausea, vomiting and itching are
common in treatment of post-operative patients, and are managed with anti-emetic and anti-histamine treatment. Effective management of these
symptoms is demonstrated by the low drop-out rate due to nausea (1.6% of Zalviso-treated patients vs 2.9% of placebo-treated patients),
vomiting (0.6% vs 0%, respectively) and itching (0.3% vs 0%, respectively) in this trial. Two patients (one each in the Zalviso group and
placebo group) experienced an SAE considered possibly or probably related to the trial drug by the investigator.

ARX-04

We are also developing a Sufentanil Single-Dose NanoTab, or ARX-04, for the treatment of moderate-to-severe acute pain on the battlefield, in
the emergency room or in ambulatory care facilities. In April 2013, we reported top-line data showing that the primary endpoint was achieved in
a placebo-controlled, dose-finding, Phase 2 clinical trial of ARX-04 for acute pain. This trial randomized 101 patients following bunionectomy
surgery in a 2:2:1 ratio to 30 mcg sufentanil, 20 mcg sufentanil or placebo treatment arms. Ninety-one percent of patients entering the trial
completed the 12-hour trial period.

Results demonstrated that patients receiving 30 mcg sufentanil NanoTab doses, administered by a healthcare professional, no more frequently
than once per hour, had significantly greater pain reduction as measured by Summed Pain Intensity Difference to baseline during the 12-hour
trial period (SPID-12) than placebo-treated patients (p=0.003). Adverse events reported in the trial were generally mild-to-moderate in nature,
with two serious adverse events of post-surgical infection reported, both of which were determined by the investigator to be unrelated to trial
drug. Two patients dropped out of the trial due to adverse events, one patient s discontinuation considered unrelated to trial drug, and the other
considered probably related to trial drug, both in the 30 mcg-treated group.

Research and development of ARX-04, including the Phase 2 trial and pre-Phase 3 development, is funded by a $5.6 million grant from the U.S.
Army Medical Research and Materiel Command, or USAMRMC. Future development of ARX-04 is contingent on identification of additional
resources.

S-3
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ARX-02 and ARX-03

In addition to Zalviso and ARX-04, our product candidate pipeline consists of two other sufentanil-based product candidates. The Sufentanil
NanoTab BTP Management System, or ARX-02, is a pain management system for the potential treatment of cancer patients who suffer from
breakthrough pain, or BTP. The Sufentanil/Triazolam NanoTab, or ARX-03, is a single, fixed-dose product designed to provide mild sedation,
anxiety reduction and pain relief for patients undergoing painful procedures in a physician s office. We have successfully completed Phase 2
clinical trials for ARX-02 and ARX-03. Future development of ARX-02 and ARX-03 is contingent on identification of corporate partnership
resources.

Our Strategy

Our strategy is to develop and commercialize a portfolio of sufentanil NanoTab-based products in specialty markets. We have designed and are
developing product candidates that have clearly defined clinical development programs, target large commercial market opportunities, and
require modestly-sized commercial organizations in the United States. We selectively utilize third party contractors in order to maximize the
capital efficiency of our development and planned commercialization efforts. We plan to enter into partnerships to market our product
candidates outside the United States.

Our lead product candidate, Zalviso, has been evaluated in three positive Phase 3 clinical trials. We intend to submit an NDA to the FDA in the
third quarter of 2013 and, if approved, to commercialize Zalviso ourselves in the United States, and commercialize it outside the United States
with a partner. Our strategy for Zalviso is to develop a hospital-directed sales force and/or collaborate with third parties to promote Zalviso to
healthcare professionals and third-party payors in the United States. We have completed Phase 2 development of ARX-04, and plan to explore
regulatory approaches for Phase 3 development of this candidate, subject to establishment of funding for that program. Further development of
ARX-02 or ARX-03 will likely depend on the identification of a partner to support this effort.

Recent Financial Developments

While we have not finalized our full financial results for the quarter ended June 30, 2013, we expect to report that we had $36.8M million of
cash, cash equivalents and investments as of June 30, 2013.

Intellectual Property

We have developed significant know-how regarding our manufacturing process and protect our technology through trade secrets and patents.
We seek patent protection in the United States and internationally for our product candidates.

As of July 1, 2013, we were the owner of record of six issued U.S. patents, five of which provide coverage for composition of matter and
methods of using NanoTabs for oral transmucosal delivery of sufentanil, and one of which provides coverage of key features of the Zalviso
device. Of these six patents, five expire in 2027 and one expires in 2030. We are also the owner of record of three issued European patents.
Issued European patents EP 2114383 and EP 1873593, each expire in 2027 and include national validation in ten countries and seven countries,
respectively. A third issued European patent EP 2367537 expires in 2029 and includes national validation in ten countries. Further, we own one
issued Mexican patent and one issued New Zealand patent, each of which expires in 2029, one issued Chinese patent, which expires in 2028, and
one issued Japanese patent, which expires in 2027. We are pursuing 15 U.S. non-provisional patent applications, and 53 foreign national
applications, including six European Regional Phase applications directed to our product candidates. The patent applications that we have filed
and have not yet been granted may fail to result in issued patents in the United States or in foreign countries. Even if the patents do successfully
issue, third parties may challenge the patents.
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We continue to seek and expand our patent protection for both compositions of matter and delivery devices, as well as methods of treatment
related to our product candidates. In particular, we are pursuing additional patent protection for our Zalviso, ARX-02, ARX-03 and ARX-04
NanoTabs and formulations, our Zalviso PCA device, the combination of drugs and our Zalviso PCA device, our ARX-02, ARX-03 and
ARX-04 single dose applicator, or SDA, as well as to methods of treatment using such drug and device compositions.

We have filed for additional patent coverage in the United States, Europe as well as many other foreign jurisdictions, including Japan, China,
India, Canada and Korea. If issued, and if the appropriate maintenance, renewal, annuity or other governmental fees are paid, we expect that
these patents will expire between 2027 and 2030, excluding any additional term for patent term adjustments or patent term extensions in the
United States. The patent laws of foreign countries differ from those in United States, and the degree of protection afforded by foreign patents
may be different from the protection offered by U.S. patents.

Further, we seek trademark protection in the United States and internationally where available and when appropriate. We have registered our
ACELRX mark in Class 5, Pharmaceutical preparations for treating pain; pharmaceutical preparations for treating anxiety, and Class 10, Drug
delivery systems; medical device, namely, a mechanical and electronic device used to administer medications, perform timed medication

delivery, and to provide secure access to and delivery of medications, in the United States.

Our ACELRX mark is also registered in the European Community, Canada, and India. We have also registered our NANOTAB mark in the
United States, Hong Kong, and Singapore and our ACCELERATE. INNOVATE. ALLEVIATE. tagline in the United States. We have
additionally applied for registration of our ZALVISO mark in the United States on an intent-to-use basis and that application has been allowed.

Risks Associated with Our Business

Our business is subject to numerous risks, as more fully described under Risk Factors beginning on page S-9 of this prospectus supplement. You
should read these risks before you invest in our common stock. We may be unable, for many reasons, including those that are beyond our
control, to implement our business strategy. In particular, our risks include:

n We have incurred significant losses since our inception and anticipate that we will continue to incur significant losses for the
foreseeable future.

n We have never generated any product or commercial revenue and may never be profitable.

n We will require substantial additional capital following this offering and may be unable to raise capital, which would force us to delay,
reduce or eliminate our product development programs and could cause us to cease operations.

n We depend substantially on the success of Zalviso, which may not receive regulatory approval or be successfully commercialized.

n Positive clinical results obtained to date for our product candidates may be disputed in FDA review, do not guarantee regulatory
approval and may not be obtained from future clinical trials.

n Our product candidates may cause adverse effects or have other properties that could delay or prevent their regulatory approval or
limit the scope of any approved label or market acceptance.

n The Zalviso PCA device components may not be fully functional or commercially viable.
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n The commercial success of Zalviso and our other product candidates will depend upon the acceptance of these products by the medical
community, including physicians, nurses, patients and pharmacy and therapeutics committees.

n If we cannot defend our issued patents from third party claims or if our pending patent applications fail to issue, our business could be
adversely affected.
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Corporate Information

We were originally incorporated as SuRx, Inc. in Delaware on July 13, 2005. We subsequently changed our name to AcelRx Pharmaceuticals,
Inc. on August 13, 2006. Our principal executive offices are located at 351 Galveston Drive, Redwood City, California 94063, and our telephone
number is (650) 216-3500. Our website address is www.acelrx.com. The information contained in, or that can be accessed through, our website
is not part of, and is not incorporated into, this prospectus supplement or the accompanying prospectus and should not be considered part of this
prospectus supplement or the accompanying prospectus.
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THE OFFERING

Common stock offered by us shares 3,800,000 shares

Common stock to be outstanding immediately after 41,037,319 shares
this offering
Option to Purchase Additional Shares

We have granted the underwriters an option to purchase up to 570,000 additional shares of our common stock. This option is exercisable, in
whole or in part, for a period of 30 days from the date of this prospectus supplement.

Use of Proceeds

We intend to use the net proceeds from this offering to fund potential regulatory approval of Zalviso both in the United States and Europe, our
continuing preparation for the potential commercial launch of Zalviso in the United States, and for working capital and other general corporate
purposes. See  Use of Proceeds on page S-34 of this prospectus supplement.

NASDAQ Global Market Listing

Our common stock is listed on The NASDAQ Global Market under the symbol ACRX.

Risk Factors

An investment in our common stock involves a high degree of risk. See Risk Factors beginning on page S-9 of this prospectus supplement.
Outstanding Shares

The number of shares of common stock outstanding immediately after this offering is based on 37,237,319 shares of common stock outstanding
as of March 31, 2013. This number excludes:

n 2,908,036 shares of common stock issuable upon the exercise of warrants outstanding as of March 31, 2013, at a weighted average
exercise price of $3.38 per share;

n 5,092,513 shares of common stock issuable upon the exercise of options outstanding as of March 31, 2013, at a weighted average
exercise price of $3.89 per share;

n 65,765 shares of common stock issuable upon the vesting of restricted stock units outstanding as of March 31, 2013;

n up to 539,267 shares of common stock that we may, subject to certain conditions and limitations, issue upon our election to convert up
to $3.0 million of principal amount under our outstanding promissory notes issued to Hercules Technology II, L.P. and Hercules
Technology Growth Capital, Inc., or the Hercules Notes, into shares of our common stock; and

n 1,012,150 additional shares of common stock reserved for future issuance under our 2011 Equity Incentive Plan, or 2011 Plan, and our
2011 Employee Stock Purchase Plan, or Purchase Plan, as of March 31, 2013, plus any annual increases in the number of shares of
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common stock reserved for future issuance under the 2011 Plan and the Purchase Plan pursuant to evergreen provisions and any other
shares that may become issuable under the 2011 Plan or the Purchase Plan pursuant to their terms.
In addition, the number of shares outstanding immediately after this offering does not include shares of common stock that we may sell pursuant
to an At Market Issuance Sales Agreement, or the Sales Agreement, that we entered into with MLV & Co. LLC, or MLV, on August 31, 2012.
Under the Sales Agreement, we may issue and sell shares of our common stock from time to time after the expiration of the 90-day lock-up
period applicable to us and described under the section of this prospectus entitled Underwriting in such amounts as we may determine, subject to
certain limitations under applicable securities laws.
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Except as otherwise indicated, all information included or incorporated by reference in this prospectus supplement gives effect to a 1-for-4
reverse stock split of our capital stock that became effective on January 28, 2011, and assumes no exercise by the underwriters of their option to
purchase additional shares.
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RISK FACTORS

An investment in our common stock involves a high degree of risk. Before deciding whether to invest in our common stock, you should consider
carefully the risks described below together with the other information in this prospectus supplement, the accompanying prospectus, the
information and documents incorporated by reference, and in any free writing prospectus that we have authorized for use in connection with this
offering. If any of these risks actually occur, our business, financial condition, results of operations or cash flows could be seriously harmed.
This could cause the trading price of our common stock to decline, resulting in a loss of all or part of your investment.

Risks Related to Our Financial Condition and Need for Additional Capital

We have incurred significant losses since our inception and anticipate that we will continue to incur significant losses for the foreseeable
future.

We are a development stage company with limited operating history. To date, we have focused primarily on developing our lead product
candidate, Zalviso. We have three additional product candidates, the Sufentanil NanoTab BTP Management System, or ARX-02, the
Sufentanil/Triazolam NanoTab, or ARX-03, and Sufentanil Single-Dose Acute Pain NanoTab, or ARX-04. We have incurred significant net
losses in each year since our inception in July 2005, and as of March 31, 2013 we had an accumulated deficit of $134.8 million.

We have devoted most of our financial resources to research and development, including our non-clinical development activities and clinical
trials. To date, we have financed our operations primarily through the sale of equity securities and debt. The size of our future net losses will
depend, in part, on the rate of future expenditures and our ability to generate revenues. We expect to continue to incur substantial expenses as we
prepare for the potential commercialization of Zalviso and continue our research and development activities for our product candidates. To date,
none of our product candidates have been commercialized, and if our product candidates are not successfully developed or commercialized, or if
revenues are insufficient following marketing approval, we will not achieve profitability and our business may fail. Even if we successfully
obtain regulatory approval to market our product candidates in the United States, our revenues are also dependent upon the size of the markets
outside of the United States, as well as our ability to obtain market approval and achieve commercial success. As a result of the foregoing, we
expect to continue to incur significant and increasing operating losses and negative cash flows for the foreseeable future.

We have never generated any product or commercial revenue and may never be profitable.

Our ability to generate revenue from commercial sales and achieve profitability depends on our ability, alone or with collaborators, to
successfully complete the development of, obtain the necessary regulatory approvals for, and commercialize our product candidates. Other than
the revenue received from the U.S. Army Medical Research and Materiel Command, or USAMRMC, for research and development
reimbursement under the terms of the grant for ARX-04 we received from the USAMRMC, we do not anticipate generating revenues from sales
of our product candidates for the foreseeable future, if ever. Our ability to generate future revenues from product sales depends heavily on our
success in:

n obtaining and maintaining regulatory approval for Zalviso;

n launching and commercializing Zalviso, including building or contracting out, a hospital-directed sales force in the U.S. and
collaborating with third parties internationally, which will require additional funding; and

n completing the clinical development of, obtaining regulatory approval for, and launching and commercializing ARX-02, ARX-03 and
ARX-04, which will require additional funding or corporate partnership resources.
Because of the numerous risks and uncertainties associated with pharmaceutical product development, we are unable to predict the timing or
amount of increased expenses, or when, or if, we will be able to achieve or maintain profitability. In addition, our expenses could increase
beyond expectations if we are delayed in obtaining approval of, or launching, Zalviso, or are required by the United States Food and Drug
Administration, or FDA, to perform trials in addition to those that we have completed.
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Even if one or more of our product candidates is approved for commercial sale, we anticipate incurring significant costs associated with
commercializing any approved product candidate. Even if we are able to generate revenues from the sale of our products, we may not become
profitable and may need to obtain additional funding to continue operations.

We have a limited operating history that may make it difficult to predict our future performance or evaluate our business and prospects.

We were incorporated in 2005. Since inception, our operations have been primarily limited to organizing and staffing our company, developing
our technology and undertaking preclinical studies and clinical trials for our product candidates. We have not yet obtained regulatory approval
for any of our product candidates. Consequently, any predictions you make about our future success or viability or evaluation of our business
and prospects may not be accurate.

We will require substantial additional capital following this offering and may be unable to raise capital, which would force us to delay,
reduce or eliminate our product development programs and could cause us to cease operations.

Developing pharmaceutical products, including conducting preclinical studies and clinical trials, is expensive. We expect to incur significant
expenditures in connection with our ongoing activities, particularly preparation for the potential commercialization of Zalviso and future
advancement of our other product candidates. As of March 31, 2013, we had working capital of $35.4 million.

We believe that the net proceeds from this offering, together with our current cash, cash equivalents and investment balances will be sufficient to
fund our current operations at least through the end of 2014. We may be able to extend this time period to the extent that we can access
additional capital through equity offerings, including our Sales Agreement with MLV. However, we will need to raise additional funds following
this offering to support our future operations, and such funding may not be available to us on acceptable terms, or at all. Additionally, changing
circumstances beyond our control may cause us to consume capital more rapidly than we currently anticipate. For example, we believe that the
net proceeds from this offering, together with our existing cash resources, based on our current estimates, are adequate to fund potential
regulatory approval of Zalviso both in the United States and Europe, and to continue preparation for the potential commercial launch of Zalviso
in the United States. However, our planned regulatory filings and commercialization efforts may encounter technical or other difficulties that
could increase our development costs more than we expected. Even if we are able to submit an NDA, the FDA could require us to complete
further studies, which would require additional capital before we receive our regulatory approval, if at all. In any event, we will require
substantial additional capital to obtain regulatory approval for, and to commercialize, our product candidates, including Zalviso. To raise capital,
we may seek to sell additional equity or debt securities, obtain a credit facility or enter into product development, license or distribution
agreements with third parties or divest one or more of our product candidates. Any product development, licensing, distribution or sale
agreements that we enter into may require us to relinquish valuable rights. We may not be able to obtain sufficient additional funding or enter
into a strategic transaction in a timely manner. If adequate funds are not available, we would be required to reduce our workforce, delay, reduce
the scope of or eliminate one or more of our research and development programs in advance of the date on which we exhaust our cash resources
to ensure that we have sufficient capital to meet our obligations and continue on a path designed to preserve stockholder value.

Securing additional financing may divert our management from our day-to-day activities, which may adversely affect our ability to develop and
commercialize our product candidates. In addition, we cannot guarantee that future financing will be available in sufficient amounts or on terms
acceptable to us, if at all. If we are unable to raise additional capital when required or on acceptable terms, we may be required to:

n significantly delay, scale back or discontinue the development or commercialization of our product candidates;

n seek corporate partners for Zalviso on terms that might be less favorable than might otherwise be available; or

n relinquish or license on unfavorable terms, our rights to technologies or product candidates that we otherwise would seek to develop or
commercialize ourselves.
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We may sell additional equity or debt securities to fund our operations, which may result in dilution to our stockholders and impose
restrictions on our business.

In order to raise additional funds to support our operations, we may sell additional equity or debt securities, including under our Sales
Agreement with MLV, which would result in dilution to our stockholders or impose restrictive covenants that may adversely impact our
business. The sale of additional equity or convertible debt securities would result in the issuance of additional shares of our capital stock and
dilution to all of our stockholders. The incurrence of indebtedness would result in increased fixed payment obligations and could also result in
certain restrictive covenants, such as limitations on our ability to incur additional debt, limitations on our ability to acquire, sell or license
intellectual property rights and other operating restrictions that could adversely impact our ability to conduct our business. If we are unable to
expand our operations or otherwise capitalize on our business opportunities, our business, financial condition and results of operations could be
materially adversely affected and we may not be able to meet our debt service obligations.

We might be unable to service our existing debt due to a lack of cash flow and might be subject to default.

In June 2011, we entered into a loan and security agreement with Hercules Technology II, L.P. and Hercules Technology Growth Capital, Inc.,
collectively referred to as Hercules, under which we borrowed $20.0 million in two tranches of $10.0 million each, represented by secured
convertible term promissory notes. The interest rate is 8.50%, with the initial 12 months of the facility requiring interest only payments. The
notes issued pursuant to the loan and security agreement mature on December 1, 2014. According to the terms of the Hercules agreement,
beginning on July 1, 2012, we began repaying Hercules principal, with equal monthly payments of $742,000, consisting of both principal and
interest payments, until the maturity date of the loan in December, 2014. As of March 31, 2013, our outstanding debt balance related to the
Hercules agreement was $14.2 million. We granted Hercules a first priority security interest in substantially all of our assets, with the exception
of our intellectual property, where the security interest is limited to proceeds of intellectual property.

If we do not make the required payments when due, either at maturity, or at applicable installment payment dates, or if we breach the agreement
or become insolvent, Hercules could elect to declare all amounts outstanding, together with accrued and unpaid interest and penalty, to be
immediately due and payable. Additional capital may not be available on terms acceptable to us, or at all. Even if we were able to repay the full
amount in cash, any such repayment could leave us with little or no working capital for our business. If we are unable to repay those amounts,
Hercules will have a first claim on our assets pledged under the loan agreement. If Hercules should attempt to foreclose on the collateral, it is
unlikely that there would be any assets remaining after repayment in full of such secured indebtedness. Any default under the loan agreement
and resulting foreclosure would have a material adverse effect on our financial condition and our ability to continue our operations.

Risks Related to Clinical Development and Regulatory Approval
We depend substantially on the success of Zalviso, which may not receive regulatory approval or be successfully commercialized.

We have not marketed, distributed or sold any products. The success of our business depends primarily upon our ability to develop and
commercialize Zalviso for the management of moderate-to-severe acute pain in patients in the hospital setting. Our Phase 3 program consisted of
three Phase 3 clinical trials. We have reported positive top-line data from each of these trials and intend to submit an NDA for Zalviso to the
FDA in the third quarter of 2013. There is no guarantee that the NDA will be completed on schedule or at all, or if completed and submitted, will
be successfully filed or approved by the FDA. Even if we are able to submit an NDA, the FDA could require us to complete further studies,
which could delay or preclude any approval of the NDA and would require us to obtain significant additional funding.

Our proposed tradename of Zalviso has not received final approval from FDA, which must approve all drug tradenames to avoid medication
errors and misbranding. Any brand recognition or goodwill that we establish with the name Zalviso prior to approval may be worthless if the
FDA rejects this tradename.

Any delay or change in the current schedule of our planned NDA filing for Zalviso may negatively impact our stock price and harm our business
operations. Any delay in obtaining, or inability to obtain, regulatory approval would prevent us from commercializing Zalviso, generating
revenues and achieving profitability. If any of these events occur, we may be forced to delay or abandon our development efforts for Zalviso,
which would have a material adverse effect on our business and could potentially cause us to cease operations.
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Positive clinical results obtained to date for our product candidates may be disputed in FDA review, do not guarantee regulatory approval
and may not be obtained from future clinical trials.

We have reported positive top-line data from each of our three Zalviso Phase 3 clinical trials. However, even if we believe that the data from
required Phase 3 clinical trials is positive, the FDA could analyze our data using alternative strategies and determine that the data from our trials
was negative or inconclusive. Negative or inconclusive results of a Phase 3 clinical trial could cause the FDA to require us to repeat the trial or
conduct additional clinical trials prior to obtaining approval for commercialization, and there is no guarantee that additional trials would achieve
positive results. Any such determination by the FDA would delay the timing of our commercialization plan for Zalviso and adversely affect our
business operations.

Delays in clinical trials are common and have many causes, and any delay could result in increased costs to us and jeopardize or delay our
ability to obtain regulatory approval and commence product sales.

We have experienced and may in the future experience delays in clinical trials of our product candidates. While we have completed our planned

trials for Zalviso and the Phase 2 clinical trial for ARX-04, and have no additional trials currently planned, potential future clinical trials may not
begin on time, have an effective design, enroll a sufficient number of patients or be completed on schedule, if at all. Our clinical trials for any of
our product candidates could be delayed for a variety of reasons, including:

n inability to raise funding necessary to initiate or continue a trial;

n delays in obtaining regulatory approval to commence a trial;

n delays in reaching agreement with the FDA on final trial design;

n imposition of a clinical hold following an inspection of our clinical trial operations or trial sites by the FDA or other regulatory
authorities;

n delays in reaching agreement on acceptable terms with prospective contract research organizations, or CROs, and clinical trial sites;

n delays in obtaining required institutional review board approval at each site;

n delays in recruiting suitable patients to participate in a trial;

n delays in the testing, validation, manufacturing and delivery of the device components of our product candidates;

n delays in having patients complete participation in a trial or return for post-treatment follow-up;

n clinical sites dropping out of a trial to the detriment of enrollment or being delayed in entering data to allow for clinical trial database
closure;
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n time required to add new clinical sites; or

n delays by our contract manufacturers to produce and deliver sufficient supply of clinical trial materials.
If any future clinical trials are delayed for any of the above reasons, our development costs may increase, our approval process could be delayed
and our ability to commercialize and commence sales of our product candidates could be materially harmed, which could have a material
adverse effect on our business.

Our product candidates may cause adverse effects or have other properties that could delay or prevent their regulatory approval or limit the
scope of any approved label or market acceptance.

Adverse events, or AEs, caused by our product candidates could cause us, other reviewing entities, clinical trial sites or regulatory authorities to
interrupt, delay or halt clinical trials and could result in the denial of regulatory approval. In our Phase 3 active comparator clinical trial (IAP
309), 7.9% of Zalviso treated patients dropped out of the trial prematurely due to an AE, and we observed one serious adverse event, or SAE,
that was assessed as possibly or probably related to Zalviso. In our Phase 3, double-blind, placebo-controlled, abdominal surgery trial (IAP 310),
adverse events reported in the trial were generally mild or moderate in nature and similar in both placebo and treatment groups. In addition, one
patient in the trial, who was in the sufentanil group, experienced an SAE, which was determined to be unrelated to the trial drug. In our Phase 3,
double-blind, placebo-controlled, orthopedic surgery trial (IAP 311), treatment-emergent adverse events were generally mild to moderate in
nature and similar for the majority of adverse events between sufentanil and placebo treated patients. Two patients (one each in the sufentanil
group and placebo group) experienced a serious adverse event considered possibly or probably related to the trial drug by the investigator.
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Phase 2 clinical trials conducted by us with our Zalviso, ARX-02, ARX-03 and ARX-04 product candidates have generated some AEs, but no
SAEs, related to the trial drug.

Further, if our products cause serious or unexpected side effects after receiving market approval, a number of potentially significant negative
consequences could result, including:

n regulatory authorities may withdraw their approval of the product or impose restrictions on its distribution in the form of a modified
Risk Evaluation and Mitigation Strategy, or REMS;

n regulatory authorities may require the addition of labeling statements, such as warnings or contraindications;

n we may be required to change the way the product is administered or conduct additional clinical trials;

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

n our reputation may suffer.
Any of these events could prevent us from achieving or maintaining market acceptance of the affected product candidate and could substantially
increase the costs of commercializing our product candidates.

Additional time may be required to obtain regulatory approval for Zalviso because it is a drug/device combination.

Zalviso is a drug/device combination product candidate with both drug and device components submitted in the investigational new drug, or
IND, application. Based on our discussions with the FDA, we believe that Zalviso is viewed as a combination product by the FDA, and both
drug and device components will be required for review as part of an NDA submission. There are very few examples of the FDA approval
process for drug/device combination products such as Zalviso. As a result, we have in the past and may in the future experience delays in the
development and commercialization of Zalviso due to regulatory uncertainties in the product development and approval process, in particular as
it relates to a drug/device combination product approval under an NDA.

After the completion of our clinical trials, we cannot predict whether or when we will obtain regulatory approval to commercialize any of our
product candidates, and we cannot, therefore, predict the timing of any future revenue.

We cannot commercialize any of our product candidates, including Zalviso, until the appropriate regulatory authorities, such as the FDA or the
European Medicines Agency, or EMA, have reviewed and approved the product candidate. The regulatory agencies may not complete their
review processes in a timely manner, or we may not be able to obtain regulatory approval for Zalviso. Additional delays may result if Zalviso is
taken before an FDA Advisory Committee which may recommend restrictions on approval or recommend non-approval. In addition, we may
experience delays or rejections based upon additional government regulation from future legislation or administrative action, or changes in
regulatory agency policy during the period of product development, clinical trials and the review process.

The process for obtaining approval of an NDA is time consuming, subject to unanticipated delays and costs, and requires the commitment of
substantial resources.

If the FDA determines that the clinical trials submitted for a product candidate, including Zalviso, in support of an NDA were not conducted in
full compliance with the applicable protocols for these trials, as well as with applicable regulations and standards, or if the FDA does not agree
with our interpretation of the results of such trials, the FDA may reject the data from such trials. Such rejection would negatively impact our
ability to obtain marketing authorization for a product candidate and would have a material adverse effect on our business and financial
condition.
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In addition, an NDA may not be approved, or approval may be delayed, as a result of changes in FDA policies for drug approval during the

review period. For example, although many products have been approved by the FDA in recent years under Section 505(b)(2) of the Federal

Food, Drug and Cosmetic Act, or FDCA, objections have been raised to the FDA s interpretation of Section 505(b)(2). If challenges to the FDA s
interpretation of Section 505(b)(2) are successful, the FDA may be required to change its interpretation, which could delay or prevent the

approval of such an NDA. Any significant delay in the review or approval of an NDA that we submit would have a material adverse effect on

our business and financial condition.
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Regulatory authorities may not approve our product candidates even if they meet safety and efficacy endpoints in clinical trials.

The FDA and other foreign regulatory agencies, such as the EMA, can delay, limit or deny marketing approval for many reasons, including:

n a product candidate may not be considered safe or effective;

n the manufacturing processes or facilities we have selected may not meet the applicable requirements; and

n changes in their approval policies or adoption of new regulations may require additional work on our part.
Part of the regulatory approval process includes compliance inspections of manufacturing facilities to ensure adherence to applicable regulations
and guidelines. The regulatory agency may delay, limit or deny marketing approval of our product candidates as a result of such inspections.

Any delay in, or failure to receive or maintain, approval for any of our product candidates could prevent us from generating meaningful revenues
or achieving profitability.

Our product candidates may not be approved even if they achieve their endpoints in clinical trials. Regulatory agencies, including the FDA, or
their advisors may disagree with our trial design and our interpretations of data from preclinical trials and clinical trials. Regulatory agencies
may change requirements for approval even after a clinical trial design has been approved. The FDA exercises significant discretion over the
regulation of combination products, including the discretion to require separate marketing applications for the drug and device components in a
combination product. To date, our product candidates are being regulated as drug products under the NDA process administered by the FDA.
The FDA could in the future require additional regulation of our product candidates under the medical device provisions of the FDCA. Our
systems are designed to comply with Quality Systems Regulation, or QSR, which sets forth the FDA s current good manufacturing practice, or
GMP, requirements for medical devices, and other applicable government regulations and corresponding foreign standards for drug GMPs. If we
fail to comply with these regulations, it could have a material adverse effect on our business and financial condition.

Regulatory agencies also may approve a product candidate for fewer or more limited indications than requested or may grant approval subject to
the performance of post-marketing trials. In addition, regulatory agencies may not approve the labeling claims that are necessary or desirable for
the successful commercialization of our product candidates. For example, we intend to seek approval of Zalviso for the management of
moderate-to-severe acute pain in patients in the hospital setting; however, our clinical trial data was generated exclusively from the
post-operative segment of this population, and FDA may restrict any approval to post-operative patients only, which would limit our commercial
opportunity.

Even if we obtain regulatory approval for Zalviso and our other product candidates, we will still face extensive regulatory requirements and
our products may face future development and regulatory difficulties.

Even if we obtain regulatory approval in the United States, the FDA may still impose significant restrictions on the indicated uses or marketing
of our product candidates, or impose ongoing requirements for potentially costly post-approval trials or post-market surveillance. For example,
the labeling ultimately approved for Zalviso and our other product candidates will likely include restrictions on use due to the opioid nature of
sufentanil. Zalviso and our other product candidates will also be subject to ongoing FDA requirements governing the labeling, packaging,
storage, distribution, safety surveillance, advertising, promotion, record-keeping and reporting of safety and other post-market information. The
holder of an approved NDA is obligated to monitor and report AEs and any failure of a product to meet the specifications in the NDA. The
holder of an approved NDA must also submit new or supplemental applications and obtain FDA approval for certain changes to the approved
product, product labeling or manufacturing process. Advertising and promotional materials must comply with FDA rules and are subject to FDA
review, in addition to other potentially applicable federal and state laws.

In addition, manufacturers of drug products and their facilities are subject to payment of user fees and continual review and periodic inspections
by the FDA and other regulatory authorities for compliance with current good manufacturing practices, or cGMP, and adherence to
commitments made in the NDA. If we, or a regulatory agency, discover previously unknown problems with a product, such as AEs of
unanticipated severity or frequency, or problems with the facility where the product is manufactured, a regulatory agency may impose
restrictions relative to
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that product or the manufacturing facility, including requiring recall or withdrawal of the product from the market or suspension of
manufacturing.

If we fail to comply with applicable regulatory requirements following approval of our product candidate, a regulatory agency may:

n issue a warning letter asserting that we are in violation of the law;

n seek an injunction or impose civil or criminal penalties or monetary fines;
n suspend or withdraw regulatory approval;
n suspend any ongoing clinical trials;

n refuse to approve a pending NDA or supplements to an NDA submitted by us;

n seize product; or

n refuse to allow us to enter into supply contracts, including government contracts.
Any government investigation of alleged violations of law could require us to expend significant time and resources in response and could
generate negative publicity. The occurrence of any event or penalty described above may inhibit our ability to commercialize our products and
generate revenues.

Even if we obtain FDA approval for Zalviso or any of our product candidates in the United States, we may never obtain approval for or
commercialize our products outside of the United States, which would limit our ability to realize their full market potential.

In order to market any products outside of the United States, we must establish and comply with numerous and varying regulatory requirements
of other countries regarding safety and efficacy. In October 2012, we received notice from the EMA that Zalviso was eligible for centralized
European review. Outside of Europe, clinical trials conducted in one country may not be accepted by regulatory authorities in other countries,
and regulatory approval in one country does not mean that regulatory approval will be obtained in any other country. Approval processes vary
among countries and can involve additional product testing and validation and additional administrative review periods. Seeking foreign
regulatory approval could result in difficulties and costs for us and require additional non-clinical trials or clinical trials, which could be costly
and time consuming. Regulatory requirements can vary widely from country to country and could delay or prevent the introduction of our
products in those countries. We do not have any product candidates approved for sale in any jurisdiction, including international markets, and we
do not have experience in obtaining regulatory approval in international markets. If we fail to comply with regulatory requirements in
international markets or to obtain and maintain required approvals, or if regulatory approvals in international markets are delayed, our target
market will be reduced and our ability to realize the full market potential of our products will be harmed.

Zalviso and our other product candidates will require Risk Evaluation and Mitigation Strategies.

The FDA Amendments Act of 2007 implemented safety-related changes to product labeling and require the adoption of REMS. Our product
candidates will require REMS. The REMS may include requirements for special labeling or medication guides for patients, special
communication plans to health care professionals and restrictions on distribution and use. While we have received information from the FDA
regarding certain aspects of the required REMS for Zalviso, we cannot predict the specific REMS to be required as part of any FDA approval of
Zalviso. Depending on the extent of the REMS requirements, our costs to commercialize Zalviso may be substantial. ARX-02, ARX-03 and
ARX-04, if approved, will also require REMS programs that may significantly increase our costs to commercialize these product candidates.
Furthermore, risks of sufentanil that are not adequately addressed through proposed REMS for our product candidates may also prevent or delay
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their approval for commercialization.
Risks Related to Our Reliance on Third Parties

We rely on third party manufacturers to produce our preclinical and clinical drug supplies, and we intend to rely on third parties to produce
commercial supplies of any approved product candidates.

Reliance on third party manufacturers entails many risks including:

n the inability to meet our product specifications and quality requirements consistently;

n a delay or inability to procure or expand sufficient manufacturing capacity;
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n manufacturing and product quality issues related to scale-up of manufacturing;

n costs and validation of new equipment and facilities required for scale-up;

n a failure to comply with cGMP and similar foreign standards;

n the inability to negotiate manufacturing agreements with third parties under commercially reasonable terms;

n termination or nonrenewal of manufacturing agreements with third parties in a manner or at a time that is costly or damaging to us;

n the reliance on a limited number of sources, and in some cases, single sources for product components, such that if we are unable to
secure a sufficient supply of these product components, we will be unable to manufacture and sell our product candidates in a timely
fashion, in sufficient quantities or under acceptable terms;

n the lack of qualified backup suppliers for those components that are currently purchased from a sole or single source supplier;

n operations of our third party manufacturers or suppliers could be disrupted by conditions unrelated to our business or operations,
including the bankruptcy of the manufacturer or supplier;

n carrier disruptions or increased costs that are beyond our control; and

n the failure to deliver our products under specified storage conditions and in a timely manner.
Any of these events could lead to clinical trial delays, failure to obtain regulatory approval or impact our ability to successfully commercialize
our products. Some of these events could be the basis for FDA action, including injunction, recall, seizure, or total or partial suspension of
production.

We rely on limited sources of supply for the drug component of our product candidates and any disruption in the chain of supply may cause
delay in developing and commercializing our product candidates.

Currently, we use two established suppliers of sufentanil citrate for our NanoTabs. For each product candidate, only one of the two suppliers will
be qualified as a vendor with the FDA. If supply from the approved vendor is interrupted, there could be a significant disruption in commercial
supply. The alternative vendor would need to be qualified through an NDA supplement which could result in further delay. The FDA or other
regulatory agencies outside of the United States may also require additional trials if a new sufentanil supplier is relied upon for commercial
production. In addition, the Drug Enforcement Administration, or the DEA, may reduce, delay or refuse our quota for sufentanil, which would
disrupt our supply of sufentanil citrate and cause delay in the development and commercialization of our product candidates.

Manufacture of Sufentanil NanoTabs requires specialized equipment and expertise.

Ethanol, which is used in the manufacturing process for our Sufentanil NanoTabs, is flammable, and sufentanil is a highly potent, Schedule II
compound. These factors necessitate the use of specialized equipment and facilities for manufacture of sufentanil NanoTabs. There are a limited
number of facilities that can accommodate our manufacturing process and we need to use dedicated equipment throughout development and
commercial manufacturing to avoid the possibility of cross-contamination. If our equipment breaks down or needs to be repaired or replaced, it
may cause significant disruption in clinical or commercial supply, which could result in delay in the process of obtaining approval for or sale of
our products. Furthermore, we are using one manufacturer to produce our sufentanil NanoTabs and have not identified a back-up commercial
facility to date. Any problems with our existing facility or equipment may delay or impair our ability to complete our clinical trials or
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commercialize our product candidates and increase our cost.
Manufacturing issues may arise that could delay or increase costs related to product and regulatory approval and commercialization.

As we scale up manufacturing of our product candidates and conduct required stability testing, product, packaging, equipment and
process-related issues may require refinement or resolution in order to obtain regulatory approval for commercial marketing. In the past we have
identified impurities in our product candidates. In the future we may identify significant impurities, which could result in increased scrutiny by
the regulatory agencies, delays in clinical program and regulatory approval, increases in our operating expenses, or failure to obtain or maintain
approval for our products.
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Historically, we have manufactured the majority of our NanoTab supplies at Patheon in Toronto, Canada. Because the DEA requires that
sufentanil be manufactured in the United States if our product candidates are marketed in the United States, we transferred our manufacturing
capability in the third quarter of 2011 from Patheon in Toronto, Canada to Patheon s production facility in Cincinnati, Ohio, where we have built
out a suite within their existing buildings that will serve as a manufacturing facility for clinical and commercial supplies of NanoTabs. The new
facility has been qualified; however, we have not yet produced commercial supplies out of this facility and we may encounter difficulties in
production at the new facility, which may adversely affect our clinical and commercial plans. In addition, regulatory agencies may require that a
bioequivalence trial be conducted, which is designed to ensure that the Phase 3 drug lots made at Patheon, Toronto are equivalent to one of the
registration drug lots made at Patheon, Cincinnati. There is risk that this bioequivalence trial could fail the FDA s bioequivalence requirements
which would adversely affect our clinical and commercial plans. Any such additional trials or other FDA requirements would delay the timing of
our commercialization plans for Zalviso and adversely affect our business operations.

The Zalviso PCA device components may not be fully functional or commercially viable.

The Zalviso device we have used in our Phase 3 clinical trials and plan to use commercially has more features than the device used in Phase 2,
including additional software. We have conducted multiple Design Validation, Software Verification and Validation, Reprocessing and Human
Factors studies, which have informed the design of the Zalviso device and we plan to conduct additional Human Factors studies prior to
submitting the planned NDA for Zalviso. However, we cannot predict if the Phase 3 device will be fully functional or ready for commercial use.
If we need to modify the Phase 3 device, we may incur higher costs and experience delay in regulatory approval and commercialization of
Zalviso. Furthermore, if the changes to the device are substantial, we may need to conduct further clinical trials in order to have the commercial
device approved by the FDA.

We have li