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As filed with the Securities and Exchange Commission on September 29, 2008
Registration No. 333-152442

UNITED STATES SECURITIES AND EXCHANGE COMMISSION
Washington, D.C. 20549

AMENDMENT NO. 3
TO

FORM S-4
REGISTRATION STATEMENT
UNDER
THE SECURITIES ACT OF 1933

CRITICAL THERAPEUTICS, INC.
(Exact name of Registrant as specified in its charter)

Delaware 000-50767 04-3523569
(State or other jurisdiction of (Primary Standard Industrial (LR.S. Employer
incorporation or organization) Classification Code Number) Identification Number)
60 Westview Street

Lexington, MA 02421
(781) 402-5700
(Address, including zip code, and telephone number, including area code, of Registrant s principal executive offices)

Trevor Phillips, Ph.D.
President and Chief Executive Officer
Critical Therapeutics, Inc.
60 Westview Street
Lexington, MA 02421
Telephone: (781) 402-5700
Facsimile: (781) 862-5691
(Name, address, including zip code, and telephone number, including area code, of agent for service)
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Copies To:
Steven D. Singer, Esq. Scott B. Townsend, Esq.
Michael J. LaCascia, Esq. General Counsel, Senior Vice President of
Brian A. Johnson, Esq. Legal Affairs and Secretary
Wilmer Cutler Pickering Hale and Dorr LLP Critical Therapeutics, Inc.
399 Park Avenue 60 Westview Street
New York, NY 10022 Lexington, MA 02421
Telephone: (212) 230-8800 Telephone: (781) 402-5700
Facsimile: (212) 230-8888 Facsimile: (781) 862-5691

Approximate date of commencement of proposed sale to the public: As soon as practicable after the effectiveness
of this registration statement and the satisfaction or waiver of all other conditions under the merger agreement
described herein.

If the securities being registered on this Form are being offered in connection with the formation of a holding
company and there is compliance with General Instruction G, check the following box. o

If this Form is filed to register additional securities for an offering pursuant to Rule 462(b) under the Securities Act,
check the following box and list the Securities Act registration statement number of the earlier effective registration
statement for the same offering. o

If this Form is a post-effective amendment filed pursuant to Rule 462(d) under the Securities Act, check the following
box and list the Securities Act registration statement number of the earlier effective registration statement for the same
offering. o

Indicate by check mark whether the registrant is a large accelerated filer, an accelerated filer, a non-accelerated filer,
or a smaller reporting company. See the definitions of large accelerated filer, accelerated filer and smaller reporting
company in Rule 12b-2 of the Exchange Act.

Large accelerated filer o Accelerated filer p Non-accelerated filer o Smaller reporting
(Do not check if a smaller company b
reporting company)

The Registrant hereby amends this Registration Statement on such date or dates as may be necessary to delay
its effective date until the Registrant shall file a further amendment that specifically states that this
Registration Statement shall thereafter become effective in accordance with Section 8(a) of the Securities Act of
1933, as amended, or until the Registration Statement shall become effective on such date as the Securities and
Exchange Commission, acting pursuant to said Section 8(a), may determine.
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The information in this proxy statement/prospectus is not complete and may be changed. Critical Therapeutics may
not sell its securities pursuant to the proposed transaction until the Registration Statement filed with the Securities
and Exchange Commission is effective. This proxy statement/prospectus is not an offer to sell these securities and it
is not soliciting an offer to buy these securities in any state where the offer or sale is not permitted.

SUBJECT TO COMPLETION, DATED SEPTEMBER 29, 2008

SPECIAL MEETING OF STOCKHOLDERS
MERGER PROPOSED YOUR VOTE IS VERY IMPORTANT

To the Stockholders of Critical Therapeutics, Inc.:

On May 1, 2008, Critical Therapeutics, Inc., which we refer to as Critical Therapeutics, and Cornerstone BioPharma
Holdings, Inc., which we refer to as Cornerstone, entered into a merger agreement pursuant to which Neptune
Acquisition Corp., a wholly owned subsidiary of Critical Therapeutics, which we refer to as the transitory subsidiary,
will merge with and into Cornerstone, with Cornerstone continuing after the merger as the surviving company and a
wholly owned subsidiary of Critical Therapeutics.

At the effective time of the merger, all outstanding shares of Cornerstone s common stock will be converted into and
exchanged for shares of Critical Therapeutics common stock and all outstanding options, whether vested or unvested,
and all outstanding warrants to purchase Cornerstone s common stock will be assumed by Critical Therapeutics and
become options and warrants to purchase Critical Therapeutics common stock. Pursuant to the merger, Critical
Therapeutics will issue to Cornerstone s stockholders, and will assume Cornerstone options and warrants that will
represent, an aggregate of approximately 101.5 million shares of Critical Therapeutics common stock, subject to
adjustment as a result of a reverse stock split of Critical Therapeutics common stock to occur in connection with the
merger. Immediately following the effective time of the merger, Cornerstone s stockholders will own approximately
70%, and Critical Therapeutics current stockholders will own approximately 30%, of Critical Therapeutics common
stock, assuming the exchange or conversion prior to the merger of the outstanding principal amount of a note issued

by a wholly owned subsidiary of Cornerstone into shares of Cornerstone s common stock and after giving effect to
shares issuable pursuant to Cornerstone s outstanding options and warrants, but without giving effect to any shares
issuable pursuant to Critical Therapeutics outstanding options and warrants. The exact exchange ratio per share of
Cornerstone s common stock will be based in part on the number of shares of Cornerstone s common stock outstanding
or issuable pursuant to outstanding options and warrants immediately prior to the effective time of the merger and will
not be calculated until that time.

Shares of Critical Therapeutics common stock are currently listed on The NASDAQ Capital Market under the symbol
CRTX. After completion of the merger, Critical Therapeutics will be renamed Cornerstone Therapeutics Inc. and
expects to continue to trade under the symbol CRTX on The NASDAQ Capital Market in connection with the listing
of Critical Therapeutics common stock pursuant to NASDAQ Marketplace Rule 4340. Following the merger, Critical

Therapeutics will appoint new directors and executive officers designated by Cornerstone, and the headquarters of
Critical Therapeutics will be located in Cary, North Carolina, at Cornerstone s headquarters. On , 2008, the last
trading day before the date of this proxy statement/prospectus, the closing sale price per share of Critical Therapeutics
common stock as reported on The NASDAQ Capital Market was $  per share.

Table of Contents 4



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Critical Therapeutics is holding a special meeting of stockholders in order to obtain the stockholder approvals
necessary to complete the merger. At the special meeting, which will be held at 10:00 a.m., local time, on October 31,
2008, at the offices of Wilmer Cutler Pickering Hale and Dorr LLP, located at 60 State Street, Boston, Massachusetts
02109, unless postponed or adjourned to a later date, Critical Therapeutics will ask its stockholders to approve the
issuance of Critical Therapeutics common stock pursuant to the merger agreement, approve an amendment to Critical
Therapeutics certificate of incorporation to effect a reverse stock split of Critical Therapeutics common stock, as
described below, referred to as the reverse stock split, and approve an amendment to Critical Therapeutics certificate
of incorporation to change the name of Critical Therapeutics to Cornerstone Therapeutics Inc. Upon the effectiveness
of the amendment to Critical Therapeutics certificate of incorporation effecting the reverse stock split, the outstanding
shares of Critical Therapeutics common stock will be reclassified and combined into a lesser number of shares to be
determined by Critical Therapeutics board of directors prior to the effective time of such amendment and publicly
announced by Critical Therapeutics.

After careful consideration, Critical Therapeutics board of directors has unanimously approved the merger agreement
and the proposals referred to above, and has determined that they are advisable, fair to and in the best interests of
Critical Therapeutics stockholders. Accordingly, Critical Therapeutics board of directors unanimously
recommends that stockholders vote FOR the issuance of Critical Therapeutics common stock pursuant to the
merger agreement, FOR the amendment to Critical Therapeutics certificate of
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incorporation to effect the reverse stock split and FOR the amendment to Critical Therapeutics certificate of
incorporation to change the name of Critical Therapeutics to Cornerstone Therapeutics Inc.

More information about Critical Therapeutics, Cornerstone and the proposed transaction is contained in the
accompanying proxy statement/prospectus. Critical Therapeutics urges you to read the proxy
statement/prospectus carefully and in its entirety. IN PARTICULAR, YOU SHOULD CAREFULLY
CONSIDER THE MATTERS DISCUSSED UNDER RISK FACTORS BEGINNING ON PAGE 24.

Your vote is important. Whether or not you expect to attend the special meeting in person, please complete, date,
sign and promptly return the accompanying proxy card in the enclosed postage paid envelope to ensure that your
shares will be represented and voted at the special meeting.

Critical Therapeutics is excited about the opportunities the merger brings to its stockholders, and we thank you for
your consideration and continued support.

Yours sincerely,

Trevor Phillips, Ph.D.
President and Chief Executive Officer

Neither the Securities and Exchange Commission nor any state securities commission has approved or
disapproved the merger described in this proxy statement/prospectus or the Critical Therapeutics common
stock to be issued in connection with the merger or determined if this proxy statement/prospectus is accurate or
adequate. Any representation to the contrary is a criminal offense.

This proxy statement/prospectus is dated , 2008, and is first being mailed to stockholders on or about ,
2008.
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CRITICAL THERAPEUTICS, INC.
60 WESTVIEW STREET
LEXINGTON, MASSACHUSETTS 02421

NOTICE OF SPECIAL MEETING OF STOCKHOLDERS
To Be Held On October 31, 2008

To the Stockholders of Critical Therapeutics, Inc.:

A special meeting of stockholders of Critical Therapeutics, Inc. will be held at 10:00 a.m., local time, on October 31,
2008, at the offices of Wilmer Cutler Pickering Hale and Dorr LLP, located at 60 State Street, Boston, Massachusetts
02109, to consider and act upon the following matters:

1. To approve the issuance of Critical Therapeutics common stock pursuant to the Agreement and Plan of
Merger, dated as of May 1, 2008, by and among Critical Therapeutics, Neptune Acquisition Corp., a wholly
owned subsidiary of Critical Therapeutics, and Cornerstone BioPharma Holdings, Inc.

2. To approve an amendment to Critical Therapeutics certificate of incorporation to effect a reverse stock split of
Critical Therapeutics common stock.

3. To approve an amendment to Critical Therapeutics certificate of incorporation to change the name of Critical
Therapeutics to Cornerstone Therapeutics Inc.

4. To consider and vote upon an adjournment of the special meeting, if necessary, if a quorum is present, to
solicit additional proxies if there are not sufficient votes in favor of Proposals 1, 2 and 3.

Stockholders also will consider and act on any other matters as may properly come before the special meeting or any
adjournment or postponement thereof, including any procedural matters incident to the conduct of the special meeting.

September 29, 2008 is the record date for the determination of stockholders entitled to notice of, and to vote at, the
special meeting and any adjournment or postponement thereof. Only holders of record of shares of Critical
Therapeutics common stock at the close of business on the record date are entitled to notice of, and to vote at, the
special meeting. At the close of business on the record date, Critical Therapeutics had shares of common stock
outstanding and entitled to vote at the special meeting.

Your vote is important. The affirmative vote of the holders of a majority of the shares of Critical Therapeutics
common stock present in person or represented by proxy and voting on such matter at the special meeting is
required for approval of Proposal 1 and Proposal 4 above. The affirmative vote of holders of a majority of the
outstanding shares of Critical Therapeutics common stock as of the record date for the special meeting is
required for approval of Proposal 2 and Proposal 3 above.

Whether or not you plan to attend the special meeting in person, please complete, date, sign and promptly

return the accompanying proxy card in the enclosed postage paid envelope to ensure that your shares will be
represented and voted at the special meeting. If you date, sign and return your proxy card without indicating
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how you wish to vote, your proxy will be counted as a vote in favor of Proposals 1 through 4. If you fail either
to return your proxy card or vote in person at the special meeting, your shares will not be counted for purposes
of determining whether a quorum is present at the special
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meeting and will have the same effect as a vote against Proposal 2 and Proposal 3. If you attend the special
meeting, you may, upon your written request, withdraw your proxy and vote in person.

By Order of the Board of Directors of
Critical Therapeutics, Inc.

Scott B. Townsend, Esq.
Secretary

, 2008
Lexington, Massachusetts

CRITICAL THERAPEUTICS BOARD OF DIRECTORS HAS DETERMINED AND BELIEVES THAT
EACH OF THE PROPOSALS OUTLINED ABOVE IS ADVISABLE, FAIR TO AND IN THE BEST
INTERESTS OF CRITICAL THERAPEUTICS AND ITS STOCKHOLDERS AND HAS UNANIMOUSLY
APPROVED EACH SUCH PROPOSAL. CRITICAL THERAPEUTICS BOARD OF DIRECTORS
UNANIMOUSLY RECOMMENDS THAT CRITICAL THERAPEUTICS STOCKHOLDERS VOTE FOR
EACH SUCH PROPOSAL.
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REFERENCES TO ADDITIONAL INFORMATION

This proxy statement/prospectus forms a part of a registration statement on Form S-4 (Registration No. 333-152442)
filed by Critical Therapeutics, Inc., or Critical Therapeutics, with the U.S. Securities and Exchange Commission, or
SEC. It constitutes a prospectus of Critical Therapeutics under Section 5 of the Securities Act of 1933, as amended, or
the Securities Act, and the rules thereunder, with respect to the shares of Critical Therapeutics common stock to be
issued to holders of common stock of Cornerstone BioPharma Holdings, Inc., or Cornerstone, in the merger. In

addition, it constitutes a proxy statement under Section 14(a) of the Securities Exchange Act of 1934, as amended, or
the Exchange Act, and the rules thereunder, and a notice of meeting with respect to the special meeting of

stockholders at which Critical Therapeutics stockholders will consider and vote on the proposals to approve the
issuance of Critical Therapeutics common stock issuable to the holders of Cornerstone s common stock pursuant to the
merger agreement described in this proxy statement/prospectus, an amendment to Critical Therapeutics certificate of
incorporation to effect a reverse stock split of Critical Therapeutics common stock and an amendment to Critical
Therapeutics certificate of incorporation to change the name of Critical Therapeutics to Cornerstone Therapeutics Inc.

This proxy statement/prospectus incorporates important business and financial information about Critical Therapeutics
that is not included in or delivered with this proxy statement/prospectus. This information is available to you without
charge upon your written or oral request. You can obtain these documents, which are incorporated by reference in this
proxy statement/prospectus, by requesting them in writing or by telephone at the following address and telephone
number:

CRITICAL THERAPEUTICS, INC.
Thomas P. Kelly
Chief Financial Officer
60 Westview Street
Lexington, Massachusetts 02421
Tel: (781) 402-5700

IF YOU WOULD LIKE TO REQUEST DOCUMENTS, PLEASE DO SO BY , 2008 IN ORDER TO
RECEIVE THEM BEFORE THE SPECIAL MEETING.

See Where You Can Find More Information beginning on page 352.

NOTE REGARDING TRADEMARKS
Zyflo® and Zyflo CR® are registered trademarks of Critical Therapeutics.
Cornerstone BioPharma, Inc.®, AlleRx®, Balacet® and Deconsal® are registered trademarks, and Aristos
Pharmaceuticals™, Cornerstone Therapeutics Inc.'™, HyoMax" and RespiVent'™ are trademarks, of Cornerstone.

Spectracef® is a registered trademark of Meiji Seika Kaisha, Ltd.

The other trademarks, trade names and service marks appearing in this proxy statement/prospectus are the property of
their respective holders.

Table of Contents 10



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Table of Contents

TABLE OF CONTENTS

QUESTIONS AND ANSWERS ABOUT THE SPECIAL MEETING AND THE MERGER
SUMMARY

The Companies

Summary of the Merger

Reasons for the Merger

Opinion of Critical Therapeutics Financial Advisor

Overview of the Merger Agreement

Stockholder Agreements and Noteholder Agreement

Management Following the Merger

The Board of Directors Following the Merger

Interests of Critical Therapeutics Directors and Executive Officers
Interests of Cornerstone s Directors and Executive Officers

Stock Options and Warrants

Material U.S. Federal Income Tax Consequences of the Merger
Risk Factors

Regulatory Approvals

Anticipated Accounting Treatment

Appraisal Rights

Comparison of Stockholder Rights

Legal Proceedings

SELECTED HISTORICAL AND PRO FORMA COMBINED FINANCIAL DATA

Selected Historical Consolidated Financial Data of Critical Therapeutics
Selected Historical Consolidated Financial Data of Cornerstone

Selected Unaudited Pro Forma Condensed Combined Financial Data of Critical Therapeutics and Cornerstone

Comparative Historical and Unaudited Pro Forma Per Share Data
MARKET PRICE AND DIVIDEND INFORMATION

RISK FACTORS

Risks Related to the Merger

Risks Related to Critical Therapeutics

Risks Related to Cornerstone

Risks Related to the Combined Company

FORWARD-LOOKING STATEMENTS

THE SPECIAIL MEETING OF CRITICAL THERAPEUTICS STOCKHOI.DERS
Date. Time and Place

Purposes of the Special Meeting

Recommendation of Critical Therapeutics Board of Directors
Record Date and Voting Power

Voting and Revocation of Proxies

Quorum and Required Vote

Solicitation of Proxies
Other Matters
THE MERGER

Background of the Merger

N WU ORI WW =

O O O O O O O O O \O O O 00 W DN N DN DD = = e b e s e e e e
AN NN WWNDNDNODODOR, ANOXXRER ROV PR LD = —=O\O

Table of Contents

11



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Table of Contents

Financial Projections 106
Reasons for the Merger 108
Opinion of Critical Therapeutics Financial Advisor 113
Interests of Critical Therapeutics Directors and Executive Officers in the Merger 119
Interests of Cornerstone s Directors and Executive Officers in the Merger 125
Cornerstone Stock Options and Warrants 128
Form of the Merger 129
Merger Consideration 129
Effective Time of the Merger 130
Regulatory Approvals 130
Material U.S. Federal Income Tax Consequences of the Merger 130
NASDAQ Listing 133
Anticipated Accounting Treatment 134
Appraisal Rights 134
THE MERGER AGREEMENT 137
General 137
Merger Consideration 137
Amendments to Critical Therapeutics _Certificate of Incorporation 137
Conditions to the Completion of the Merger 138
No Solicitation 140
Change in Recommendation 141
Meeting of Critical Therapeutics Stockholders 141
Covenants: Conduct of Business Pending the Merger 142
Other Agreements 146
Termination 147
Termination Fee 148
Representations and Warranties 149
Amendment 150
Cornerstone Operating Company Guarantee 150
AGREEMENTS REI ATED TO THE MERGER 151
Cornerstone Stockholder Agreements 151
Cornerstone Noteholder Agreement 151
Critical Therapeutics Stockholder Agreements 151
MATTERS BEING SUBMITTED TO A VOTE OF CRITICAL THERAPEUTICS STOCKHOI.DERS 152
Proposal 1: Approval of the Issuance of Common Stock in the Merger 152
Proposal 2: Approval of the Reverse Stock Split 152
Proposal 3: Approval of Name Change 159
Proposal 4: Approval of Possible Adjournment of the Special Meeting 159
CRITICAL THERAPEUTICS BUSINESS 161
Overview 161
Proposed Merger with Cornerstone 162
Critical Therapeutics Product Pipeline 162
Zileuton 162
Critical Care: The Inflammatory Response 168

ii

Table of Contents 12



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Table of Contents

Collaborations 170
Development 173
Sales and Marketing 173
Manufacturing and Supply 174
Distribution Network 177
License and Royalty Agreements 178
Proprietary Rights 182
Regulatory Matters 183
Competition 187
Properties 188
Employees 189
Legal Proceedings 189
Access to SEC Filings 189
CORNERSTONE S BUSINESS 190
Overview 190
Strategy 191
Marketed Products 192
Other Products 196
Product Development Pipeline 199
Sales and Marketing: Co-promotion Agreements 203
Trade. Distribution and Reimbursement 205
Manufacturing 206
Intellectual Property 209
License and Collaboration Agreements 211
Competition 221
Regulatory Matters 222
Pharmaceutical Pricing and Reimbursement 230
Fraud and Abuse Regulation 231
Corporate Organization 232
Employees 232
Properties 232
Legal Proceedings 232
CRITICAL THERAPEUTICS MANAGEMENT S DISCUSSION AND ANALYSIS OF FINANCIAL
CONDITION AND RESUILTS OF OPERATIONS 235
Overview 235
Financial Operations Overview 236
Critical Accounting Policies 240
Results of Operations 246
Liquidity and Capital Resources 259
Effects of Inflation 263
Recent Accounting Pronouncements 264
QUANTITATIVE AND QUALITATIVE DISCLOSURES ABOUT CRITICAL THERAPEUTICS

MARKET RISK 266
CORNERSTONE S MANAGEMENT S DISCUSSION AND ANALYSIS OF FINANCIAL CONDITION

AND RESULTS OF OPERATIONS 267
Overview 267

iii

Table of Contents 13



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Table of Contents

14



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Table of Contents

Financial Operations Overview
Critical Accounting Estimates
Results of Operations

Liquidity and Capital Resources
Off-Balance Sheet Arrangements
Effects of Inflation

Recent Accounting Pronouncements

QUANTITATIVE AND QUALITATIVE DISCI.OSURES ABOUT CORNERSTONE S MARKET RISK
MANAGEMENT FOLLOWING THE MERGER

Executive Officers and Directors
The Board of Directors

Certain Relationships and Related Transactions. and Director Independence
Executive Compensation and Other Information

Compensation Committee Interlocks and Insider Participation
UNAUDITED PRO FORMA CONDENSED COMBINED FINANCIAL INFORMATION

DESCRIPTION OF CRITICAIL THERAPEUTICS CAPITAL STOCK

Authorized Capital Stock

Common Stock

Preferred Stock

Delaware L.aw and Certificate of Incorporation and Bylaw Provisions

COMPARISON OF RIGHTS OF HOLDERS OF CRITICAL THERAPEUTICS STOCK AND
CORNERSTONE S COMMON STOCK

PRINCIPAL STOCKHOI. DERS OF CRITICAL THERAPEUTICS

PRINCIPAL STOCKHOI.DERS OF CORNERSTONE

PRINCIPAL STOCKHOILDERS OF COMBINED COMPANY

LEGAIL MATTERS

EXPERTS

WHERE YOU CAN FIND MORE INFORMATION

INDEX TO CRITICAL THERAPEUTICS CONSOLIDATED FINANCIAL STATEMENTS
INDEX TO CORNERSTONE S CONSOLIDATED FINANCIAL STATEMENTS

ANNEXES
AGREEMENT AND PLAN OF MERGER
CERTIFICATE OF AMENDMENT TO CRITICAL THERAPEUTICS CERTIFICATE OF
INCORPORATION (REVERSE STOCK SPLIT)
CERTIFICATE OF AMENDMENT TO CRITICAL THERAPEUTICS CERTIFICATE OF
INCORPORATION (NAME CHANGE)
OPINION OF LAZARD FRERES & CO.1LC
SECTION 262 OF THE DEL AWARE GENERAL CORPORATION LAW

FORM OF CRITICAL THERAPEUTICS PROXY CARD
EX-23.1 Consent of Deloitte & Touche LLI.P
EX-23.2 Consent of Grant Thornton LLLP

v

270
275
279
285
291
291
291
293
294
294
297
298
300
326
327
336
336
336
337
337

339
344
347
349
352
352
352
F-1
F-52

A-1
B-1
C-1

D-1
E-1

Table of Contents

15



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Table of Contents

QUESTIONS AND ANSWERS ABOUT THE SPECIAL MEETING AND THE MERGER

Except as specifically indicated, the following information and all other information contained in this proxy
statement/prospectus does not give effect to the reverse stock split described in Proposal 2.

The following section provides answers to frequently asked questions about the special meeting of stockholders and
the merger. This section, however, only provides summary information. These questions and answers may not address
all issues that may be important to you as a stockholder. For a more complete response to these questions and for
additional information, please refer to the cross-referenced pages below. You should carefully read this entire proxy
statement/prospectus, including each of the annexes.

Q: What is the merger?

A: Critical Therapeutics and Cornerstone have entered into an Agreement and Plan of Merger, dated as of May 1,
2008, or the merger agreement, that contains the terms and conditions of the proposed business combination of
Critical Therapeutics and Cornerstone. Under the merger agreement, Cornerstone and Neptune Acquisition Corp.,
a wholly owned subsidiary of Critical Therapeutics, or the transitory subsidiary, will merge, with Cornerstone
surviving as a wholly owned subsidiary of Critical Therapeutics. This transaction is referred to as the merger.

Q: How many shares of Critical Therapeutics common stock will be issued or become issuable pursuant to the
merger?

A: Pursuant to the merger, Critical Therapeutics will issue to Cornerstone s stockholders, and will assume
Cornerstone options and warrants that will represent, an aggregate of approximately 101.5 million shares of
Critical Therapeutics common stock, subject to adjustment as a result of a reverse stock split of Critical
Therapeutics common stock to occur in connection with the merger.

Q: What percentage of Critical Therapeutics common stock will this represent?

A: Immediately following the effective time of the merger, Cornerstone s stockholders will own approximately 70%,
and Critical Therapeutics current stockholders will own approximately 30%, of Critical Therapeutics common
stock, assuming the exchange or conversion prior to the merger of the outstanding principal amount of a note
issued by a wholly owned subsidiary of Cornerstone into shares of Cornerstone s common stock and after giving
effect to shares issuable pursuant to Cornerstone s outstanding options and warrants, but without giving effect to
any shares issuable pursuant to Critical Therapeutics outstanding options and warrants.

Q: What is the reverse stock split and why is it necessary?

A: Immediately prior to the effective time of the merger, the outstanding shares of Critical Therapeutics common
stock will be reclassified and combined into a lesser number of shares to be determined by Critical Therapeutics
board of directors prior to the effective time and publicly announced by Critical Therapeutics. Because The
NASDAQ Capital Market s initial listing standards require Critical Therapeutics to have, among other things, a

$4.00 per share minimum bid price, the reverse stock split is necessary to consummate the merger.

Q: What will happen to Critical Therapeutics if, for any reason, the merger with Cornerstone does not close?
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Critical Therapeutics has invested significant time and incurred, and expects to continue to incur, significant
expenses related to the proposed merger with Cornerstone. In the event the merger does not close, Critical
Therapeutics will have a limited ability to continue its current operations without obtaining additional financing.
Although Critical Therapeutics board of directors may elect to, among other things, attempt to complete another
strategic transaction if the merger with Cornerstone does not close, Critical Therapeutics board of directors may
instead divest all or a portion of Critical Therapeutics business or take steps necessary to liquidate or dissolve
Critical Therapeutics business and assets if a viable alternative strategic transaction is not available.

v
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Why am I receiving this proxy statement/prospectus?

You are receiving this proxy statement/prospectus because you have been identified as a stockholder of Critical
Therapeutics as of the record date, and thus you are entitled to vote at Critical Therapeutics special meeting. This
document serves as both a proxy statement used to solicit proxies for the special meeting and as a prospectus

used to offer shares of Critical Therapeutics common stock in exchange for shares of Cornerstone s common stock
pursuant to the terms of the merger agreement. This document contains important information about the merger

and the special meeting of Critical Therapeutics, and you should read it carefully.

Who is soliciting my proxy?

This proxy is being solicited by Critical Therapeutics board of directors.
What stockholder approvals are required to consummate the merger?

To consummate the merger, Critical Therapeutics stockholders must approve:

the issuance of shares of Critical Therapeutics common stock in the merger, which requires the affirmative vote
of the holders of a majority of the shares of Critical Therapeutics common stock present in person or
represented by proxy and voting on such matter at the special meeting;

the amendment to Critical Therapeutics certificate of incorporation to effect the reverse stock split of Critical
Therapeutics common stock, which requires the affirmative vote of holders of a majority of the outstanding
shares of Critical Therapeutics common stock as of the record date for the special meeting; and

the amendment to Critical Therapeutics certificate of incorporation to change the name of Critical Therapeutics
to Cornerstone Therapeutics Inc. , which requires the affirmative vote of the holders of a majority of the
outstanding shares of Critical Therapeutics common stock as of the record date for the special meeting.

In addition, Cornerstone s stockholders must adopt the merger agreement, which requires the affirmative vote of
holders of a majority of the outstanding shares of Cornerstone s common stock. On May 2, 2008, holders of a
majority of Cornerstone s outstanding shares of common stock adopted the merger agreement pursuant to written
consents in lieu of a meeting.

How does Critical Therapeutics board of directors recommend that Critical Therapeutics stockholders
vote?

After careful consideration, Critical Therapeutics board of directors has unanimously approved the merger
agreement and each of the proposals described in this proxy statement/prospectus that the stockholders of Critical
Therapeutics are being asked to consider, and has determined that they are advisable, fair to and in the best

interests of Critical Therapeutics stockholders. Accordingly, Critical Therapeutics board of directors unanimously
recommends that Critical Therapeutics stockholders vote FOR each such proposal.

How did Cornerstone s board of directors recommend that Cornerstone s stockholders vote?

After careful consideration, Cornerstone s board of directors unanimously recommended that Cornerstone s
stockholders vote to adopt the merger agreement.
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Q: When do you expect the merger to be consummated?
A: Critical Therapeutics and Cornerstone anticipate that the consummation of the merger will occur in the fourth
quarter of 2008 as promptly as practicable after the special meeting and following satisfaction or waiver of all

closing conditions. However, the exact timing of the consummation of the merger is not yet known.
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Q: What do I need to do now?

A: You are urged to read this proxy statement/prospectus carefully, including each of the annexes, and to consider
how the merger affects you. If your shares are registered directly in your name, you may vote in one of four
different ways. First, you can provide your proxy instructions over the Internet at the web site of Critical
Therapeutics tabulator, BNY Mellon Shareowner Services, at http://www.proxyvoting.com/crtx, by following the
instructions you will find there. Second, you can provide your proxy instructions by telephone at (866) 540-5760
toll-free from the United States or Canada, by following the instructions. Third, you can complete, date and sign
the enclosed proxy card and mail it in the enclosed postage-paid envelope to BNY Mellon Shareowner Services.
Alternatively, you can deliver your completed proxy card in person or vote by completing a ballot in person at the
special meeting.

Q: What happens if I do not return a proxy card or otherwise provide proxy instructions?

A: The failure to return your proxy card or otherwise provide proxy instructions will have the same effect as voting
against Proposal 2 and Proposal 3, and your shares will not be counted for purposes of determining whether a
quorum is present at the special meeting.

Q: May I vote in person?

A: [If you are a stockholder of Critical Therapeutics and your shares of Critical Therapeutics common stock are
registered directly in your name with Critical Therapeutics transfer agent, you are considered, with respect to
those shares, the stockholder of record, and the proxy materials and proxy card are being sent directly to you by
Critical Therapeutics. If you are a Critical Therapeutics stockholder of record, you may attend the special meeting
to be held on October 31, 2008 and vote your shares in person, rather than signing and returning your proxy.

If your shares of Critical Therapeutics common stock are held by a bank, broker or other nominee, you are
considered the beneficial owner of shares held in street name, and the proxy materials are being forwarded to you
together with a voting instruction card. As the beneficial owner, you are also invited to attend the special

meeting. Since a beneficial owner is not the stockholder of record, you may not vote these shares in person at the
special meeting unless you obtain a proxy from your broker issued in your name giving you the right to vote the
shares at the special meeting.

Q: If my Critical Therapeutics shares are held in street name by my broker, will my broker vote my shares
for me?

A:  Your broker will not be able to vote your shares of Critical Therapeutics common stock without specific
instructions from you. You should instruct your broker to vote your shares, following the procedure provided by
your broker.

Q: May I change my vote after I have submitted a proxy or provided proxy instructions?

A: Any Critical Therapeutics stockholder of record voting by proxy, other than those Critical Therapeutics
stockholders who have executed a voting agreement and irrevocable proxy, has the right to revoke the proxy at
any time before the polls close at the special meeting by sending a written notice stating that it would like to
revoke its proxy to the Secretary of Critical Therapeutics, by voting again over the Internet or by telephone, by
providing a duly executed proxy card bearing a later date than the proxy being revoked or by attending the
special meeting and voting in person. Attendance alone at the special meeting will not revoke a proxy. If a
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stockholder of Critical Therapeutics has instructed a broker to vote its shares of Critical Therapeutics common
stock that are held in street name, the stockholder must follow directions received from its broker to change those

instructions.
Q: Should Cornerstone s and Critical Therapeutics stockholders send in their stock certificates now?

A: No. After the merger is consummated, Cornerstone s stockholders will receive written instructions from the
exchange agent for exchanging their certificates representing shares of Cornerstone capital stock for certificates
representing shares of Critical Therapeutics common stock. Cornerstone s stockholders will also receive a cash
payment for any fractional shares.

vii
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In addition, Critical Therapeutics stockholders will receive written instructions, as applicable, from Critical
Therapeutics transfer agent for exchanging their certificates representing shares of Critical Therapeutics common
stock for new certificates giving effect to the reverse stock split. Critical Therapeutics stockholders will also
receive a cash payment for any fractional shares.

Q: Who is paying for this proxy solicitation?

A: Critical Therapeutics will bear the cost of soliciting proxies, including the printing, mailing and filing of this
proxy statement/prospectus, the proxy card and any additional information furnished to Critical Therapeutics
stockholders. Critical Therapeutics has engaged Morrow & Co., LLC, a proxy solicitation firm, to solicit proxies
from Critical Therapeutics stockholders. Arrangements will also be made with banks, brokers, nominees,
custodians and fiduciaries who are record holders of Critical Therapeutics common stock for the forwarding of
solicitation materials to the beneficial owners of Critical Therapeutics common stock. Critical Therapeutics will
reimburse these banks, brokers, nominees, custodians and fiduciaries for the reasonable out-of-pocket expenses
they incur in connection with the forwarding of solicitation materials.

Q: Who can provide me with additional information and help answer my questions?

A: If you would like additional copies, without charge, of this proxy statement/prospectus or if you have questions
about the merger and the other proposals being considered at the special meeting, including the procedures for
voting your shares, you should contact Morrow & Co., LLC, Critical Therapeutics proxy solicitor, by telephone

at 1-800-607-0088 or by email at crtx.info@morrowco.com.

viii
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SUMMARY

This summary highlights selected information from this proxy statement/prospectus and may not contain all of the
information that is important to you. To better understand the merger and the other proposals being considered at the
special meeting, you should read this entire proxy statement/prospectus carefully, including the materials attached as
annexes, as well as other documents referred to or incorporated by reference herein. See Where You Can Find More
Information beginning on page 352 of this proxy statement/prospectus. Page references are included in parentheses to
direct you to a more detailed description of the topics presented in this summary.

The Companies

Critical Therapeutics, Inc.

60 Westview Street

Lexington, Massachusetts 02421
(781) 402-5700

Critical Therapeutics is a biopharmaceutical company focused on developing and commercializing products for
respiratory and inflammatory diseases. Critical Therapeutics owns worldwide rights to two marketed products:
ZYFLO CR® (zileuton) extended-release tablets, or ZYFLO CR, which the U.S. Food and Drug Administration, or
FDA, approved in May 2007, and ZYFLO® (zileuton tablets), or ZYFLO, which the FDA approved in 1996, for the
prevention and chronic treatment of asthma in adults 12 years of age or older. Critical Therapeutics also is developing
an injectable formulation of zileuton, or zileuton injection, for use in the hospital emergency department for the
treatment of acute asthma attacks. In June 2008, Critical Therapeutics announced the results from its Phase II clinical
trial with zileuton injection in patients with chronic, stable asthma. In addition, Critical Therapeutics is developing
other product candidates directed toward the body s inflammatory response. Critical Therapeutics has conducted
preclinical work in its alpha-7 nicotinic acetylcholine receptor program, or alpha-7 program, for the treatment of
severe acute inflammatory disease. Critical Therapeutics also has collaboration agreements with third parties for the
development of monoclonal antibodies directed toward a cytokine called high mobility group box protein 1, or
HMGBI, and a diagnostic directed toward measuring HMGB/1 in the bloodstream. Both of these programs are in
preclinical stages of development.

Cornerstone BioPharma Holdings, Inc.
2000 Regency Parkway, Suite 255

Cary, North Carolina 27518

(888) 466-6505

Cornerstone is a specialty pharmaceutical company focused on acquiring, developing and commercializing
prescription products for the respiratory market. Cornerstone currently promotes four marketed products in the United
States to respiratory-focused physicians and key retail pharmacies with its 50 person specialty sales force. Cornerstone
also generates revenue from the sale of seven marketed product lines that include products that it does not promote.

Some of Cornerstone s marketed products are approved by the FDA while others are marketed in the United States
without an FDA-approved marketing application because they have been considered by Cornerstone to be identical,
related or similar to products that have existed in the market without an FDA-approved marketing application, and
which were thought not to require pre-market review and approval, or which were approved only on the basis of
safety, at the time they entered the marketplace, subject to FDA enforcement policies established in connection with
the FDA s Drug Efficacy Study Implementation, or DESI, program. For a more complete discussion regarding FDA
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drug approval requirements, please see the section entitled Risks Related to Cornerstone  Some of Cornerstone s
specialty pharmaceutical products are now being marketed without approved NDAs or ANDAs beginning on page 70
of this proxy statement/prospectus and the section entitled Cornerstone s Business Regulatory Matters beginning on
page 222 of this proxy statement/prospectus.
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Cornerstone derives revenues from the following products as of September 15, 2008:

Product

ALLERX 10 Dose Pack and ALLERX 30 Dose Pack
ALLERX Dose Pack DF and ALLERX Dose Pack DF 30
ALLERX Dose Pack PE and ALLERX Dose Pack PE 30
ALLERX Suspension

ALLERX-D

APAP 325

APAP 500

BALACET 325

DECONSAL CT

DECONSAL DM

Extendryl

HYOMAX DT

HYOMAX FT

HYOMAX SL

HYOMAX SR

RESPIVENT DF Dose Pack

RESPIVENT-D

SPECTRACEF

Promoted Approved
by
Cornerstone FDA
Yes No
Yes No
Yes No
No No
No No
No Yes
No Yes
No Yes
No No
No No
No No
No No
No No
No No
No No
No No
No No
Yes Yes

Cornerstone s commercial strategy is to acquire non-promoted or underperforming branded pharmaceutical products
and then maximize their potential value by promoting the products using its sales and marketing capabilities and
applying various product life cycle management techniques. Cornerstone s product development pipeline consists of

three line extensions of SPECTRACEEF and three other product candidates for the respiratory market, which consist of

the following:

Product Candidate Regulatory Status

Spectracef Line Extensions

SPECTRACEF 400 mg sNDA approved in
July 2008

SPECTRACEF Once Daily NDA submission
targeted in 2010

SPECTRACEF Suspension NDA submission for

pharyngitis or tonsillitis
targeted in 2009; sSNDA

submission for acute

otitis media targeted in

2010
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Therapeutic Class

Antibiotic

Antibiotic

Antibiotic

Development Stage

Product launch targeted

for fourth quarter of
2008
Phase I clinical trial

targeted to begin in the
fourth quarter of 2008
Phase III clinical trials

completed for

pharyngitis or tonsillitis

indication; Phase III

clinical trials for acute
otitis media targeted to

25



Other Product Candidates
CBP 058

CBP 067

CBP 069

NDA submission
targeted in 2010

Regulatory submission
targeted in 2009

Regulatory submission
targeted in 2009

Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Antihistamine and
anticholinergic
combination
Antihistamine and
antitussive combination

Antihistamine and
antitussive combination

begin in 2009

Phase I clinical trial
targeted to begin in the
first quarter of 2009
Phase I clinical trial
targeted to begin in
2009

Phase I clinical trial
targeted to begin in
2009
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Summary of the Merger (see page 96)

If the merger is consummated, Cornerstone and the transitory subsidiary, a wholly owned subsidiary of Critical
Therapeutics, will merge, with Cornerstone surviving as a wholly owned subsidiary of Critical Therapeutics. A copy
of the merger agreement is attached as Annex A to this proxy statement/prospectus. You are encouraged to read the
merger agreement in its entirety because it is the legal document that governs the merger.

Reasons for the Merger (see page 108)

Critical Therapeutics and Cornerstone believe that the combined company resulting from the merger will have the
following potential advantages:

The combined company will be a larger respiratory-focused specialty pharmaceutical company with multiple
marketed products, a more balanced revenue stream and important product development opportunities.

The combined company is expected to focus its resources on developing a successful specialty pharmaceutical
business without the additional challenge of trying to simultaneously build an early-stage drug development
pipeline.

There are significant potential synergies and cost savings that Critical Therapeutics and Cornerstone believe
can be achieved by consolidating the infrastructures of the two companies and allowing management to fully

leverage the combined sales force across multiple revenue generating products.

Each of the boards of directors of Critical Therapeutics and Cornerstone also considered other reasons for the merger,
as described herein.

Critical Therapeutics board of directors considered, among other things:
Critical Therapeutics limited prospects if it were to remain an independent, standalone company;

the opportunity for Critical Therapeutics stockholders to participate in the potential future value of the
combined company; and

its view as to the potential for other third parties to enter into strategic relationships with or acquire Critical
Therapeutics on favorable terms, if at all, based on the lack of interest expressed by third parties during the
strategic alternatives review process undertaken by Critical Therapeutics.

Cornerstone s board of directors considered, among other things:
the opportunity to expand Cornerstone s respiratory product portfolio with ZYFLO CR;
the view that the combination with Critical Therapeutics would result in a combined company with the
potential for enhanced future growth and value as compared to Cornerstone as an independent, standalone

company;

the likely greater range of options available to the combined company to access private and public equity
markets should additional capital be needed in the future than the range of options available to Cornerstone as a
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private company; and

the possibility of other alternatives to expand Cornerstone s product portfolio through the acquisition of rights
to FDA-approved respiratory products through asset purchase or licensing transactions not involving a strategic
combination with another company.

Opinion of Critical Therapeutics Financial Advisor (see page 113)

In connection with the merger, Critical Therapeutics board of directors received an opinion, dated May 1, 2008, from
Critical Therapeutics financial advisor, Lazard Freres & Co. LLC, or Lazard, as to the fairness, from a financial point
of view and as of the date of such opinion, to Critical Therapeutics of the exchange ratio provided for in the merger.
The full text of Lazard s opinion, which sets forth, among other things, the procedures followed, assumptions made,
matters considered and qualifications and limitations on the review

3
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undertaken by Lazard in connection with its opinion, is attached to this proxy statement/prospectus as Annex D and is
incorporated by reference into this proxy statement/prospectus. Lazard s opinion was addressed to Critical
Therapeutics board of directors, was only one of many factors considered by Critical Therapeutics board of
directors in its evaluation of the merger and only addresses the fairness of the exchange ratio from a financial
point of view to Critical Therapeutics. Lazard s opinion does not address the merits of the underlying decision
by Critical Therapeutics to engage in the merger or related transactions or the relative merits of the merger or
related transactions as compared to any other transaction or business strategy in which Critical Therapeutics
might engage, and is not intended to, and does not, constitute a recommendation to any stockholder as to how
such stockholder should vote or act with respect to the merger or any matter relating to the merger.

Overview of the Merger Agreement
Merger Consideration (see page 137)

At the effective time of the merger, each share of Cornerstone s common stock will be converted into and exchanged
for the right to receive a number of shares of Critical Therapeutics common stock equal to the product of 2.3333
multiplied by the quotient of 43,479,198, which was the number of outstanding shares of Critical Therapeutics
common stock on April 30, 2008, divided by the number of shares of Cornerstone s common stock outstanding
immediately prior to the effective time of the merger, assuming the exercise or conversion of all outstanding
Cornerstone stock options and warrants, subject to adjustment for the reverse stock split of Critical Therapeutics
common stock. The exact exchange ratio per share of Cornerstone s common stock will be based in part on the number
of shares of Cornerstone s common stock outstanding or issuable pursuant to outstanding options and warrants
immediately prior to the effective time of the merger and will not be calculated until that time.

Conditions to Completion of the Merger (see page 138)

Consummation of the merger is subject to a number of conditions, including among others, subject to specified
exceptions, the following:

the approval by Critical Therapeutics stockholders of the issuance of Critical Therapeutics common stock in
the merger, the reverse stock split and the name change to Cornerstone Therapeutics Inc. ;

the effectiveness of Critical Therapeutics registration statement on Form S-4, of which this proxy
statement/prospectus forms a part, with no stop order initiated, pending or threatened by the SEC;

the absence of any order, preliminary or permanent injunction or statute, rule or regulation of any court or other
governmental or regulatory authority prohibiting consummation of the merger;

the approval by The NASDAQ Stock Market LLC, or NASDAQ, of the re-listing of Critical Therapeutics
common stock on The NASDAQ Capital Market pursuant to NASDAQ s reverse merger rules and the initial
listing of Critical Therapeutics common stock issuable in connection with the merger or upon exercise of
Cornerstone s outstanding stock options or warrants;

the continued commercial availability of Critical Therapeutics products, ZYFLO CR or ZYFLO;
the exchange or conversion of the outstanding principal amount of that certain Promissory Note, dated

April 19, 2004, as amended, or the Carolina Note, issued by a wholly owned subsidiary of Cornerstone, into
shares of Cornerstone s common stock;
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the exercise of appraisal rights by holders of not more than 5% of Cornerstone s outstanding common
stock; and

the absence of any material adverse change, event, circumstance or development with respect to, or material
adverse effect on, the business, assets, liabilities, condition (financial or other) or results of operations of either
Critical Therapeutics or Cornerstone.
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No Solicitation (see page 140)
Each of Cornerstone and Critical Therapeutics agreed that, subject to specified exceptions, Cornerstone and Critical
Therapeutics will not, nor will either of them authorize or permit any of their or their respective subsidiaries
subsidiaries or any of their or their subsidiaries respective officers, directors, investment bankers, attorneys,
accountants or other advisors or representatives to, directly or indirectly:
solicit, initiate, encourage or take any other action designed to facilitate any inquiries or the making of any
proposal or offer that constitutes, or could reasonably be expected to lead to, any acquisition proposal, as
defined in the merger agreement and explained in this proxy statement/prospectus; or
enter into, continue or otherwise participate in any discussions or negotiations regarding, furnish to any person
any information with respect to, assist or participate in any effort or attempt by any person with respect to, or
otherwise cooperate in any way with, any acquisition proposal.
Termination of the Merger Agreement (see page 147)
The merger agreement may be terminated at any time before the completion of the merger:
by mutual written consent of Cornerstone and Critical Therapeutics;
by either Cornerstone or Critical Therapeutics if the merger has not been completed by November 30, 2008,
unless the failure to complete the merger is due to the terminating party s failure to fulfill any obligation under

the merger agreement;

by either Cornerstone or Critical Therapeutics if the merger is permanently restrained, enjoined or otherwise
prohibited by a governmental entity;

by either Cornerstone or Critical Therapeutics if Critical Therapeutics stockholders do not approve the
proposals presented at the special meeting, unless:

the party seeking to terminate is in breach of or has failed to fulfill its obligations under the merger
agreement, or

Critical Therapeutics is seeking to terminate and has failed to obtain the requisite vote due to a breach by any
party other than Cornerstone of the stockholder agreements entered into with Critical Therapeutics
stockholders in connection with the merger;

by Critical Therapeutics if:

Cornerstone s board of directors fails to make, withdraws or modifies its recommendation that Cornerstone s
stockholders vote to approve the merger agreement and the merger,

after the receipt by Cornerstone of an acquisition proposal, Cornerstone s board of directors fails to reconfirm
its recommendation of the merger agreement or the merger,

Cornerstone s board of directors approves or recommends any acquisition proposal,
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a tender or exchange offer for Cornerstone s common stock is commenced and Cornerstone s board of
directors recommends that Cornerstone s stockholders tender their shares in such offer or fails to recommend
against acceptance of such offer, or

Cornerstone breaches its non-solicitation obligations;

by Cornerstone if:

Critical Therapeutics board of directors fails to make, withdraws or modifies its recommendation that
Critical Therapeutics stockholders vote for the proposals presented at the special meeting,

after the receipt by Critical Therapeutics of an acquisition proposal, Critical Therapeutics board of directors
fails to reconfirm its recommendation of the merger agreement or the merger,

Critical Therapeutics board of directors approves or recommends any acquisition proposal,
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a tender or exchange offer for Critical Therapeutics common stock is commenced (other than by Cornerstone
or its affiliates) and Critical Therapeutics board of directors recommends that Critical Therapeutics
stockholders tender their shares in such offer or fails to recommend against acceptance of such offer,

Critical Therapeutics breaches its non-solicitation obligations or stockholder covenants, or
Critical Therapeutics fails to hold the special meeting by November 28, 2008; or

by either Cornerstone or Critical Therapeutics if there has been a breach of or failure to perform any
representation, warranty, covenant or agreement by the other party that would cause conditions to the closing
of the merger not to be satisfied, and such failure or breach is not cured within 30 days after receipt of written
notice from the non-breaching party, provided that such 30 day period may not extend beyond November 26,
2008.

Termination Fees and Expenses (see page 148)

The merger agreement provides for the payment of a termination fee of $1.0 million by each of Critical Therapeutics
and Cornerstone to the other party in specified circumstances in connection with the termination of the merger
agreement. In addition, in specified circumstances in connection with termination of the merger agreement, Critical
Therapeutics has agreed to reimburse Cornerstone for up to $150,000 in expenses, and Cornerstone has agreed to
reimburse Critical Therapeutics for up to $100,000 in expenses.

Stockholder Agreements and Noteholder Agreement (see page 151)

In connection with the execution of the merger agreement, holders of approximately 81% of the shares of

Cornerstone s outstanding common stock have entered into agreements with Critical Therapeutics that provide, among
other things, that the stockholders will vote in favor of adoption of the merger agreement and grant to Critical
Therapeutics an irrevocable proxy to vote all of such stockholders shares of Cornerstone common stock in favor of
adoption of the merger agreement and against any proposal made in opposition to, or in competition with, the proposal
to adopt the merger agreement. In addition, these Cornerstone stockholders have agreed not to transfer or otherwise
dispose of any shares of Critical Therapeutics common stock that they receive in the merger for 180 days after the
effective time of the merger. Furthermore, Carolina Pharmaceuticals Ltd., or Carolina Pharmaceuticals, which is the
holder of the Carolina Note, has entered into an agreement that provides, among other things, for the exchange or
conversion of the outstanding principal amount of the Carolina Note into approximately 18% of the shares of
Cornerstone s common stock outstanding immediately prior to the effective time of the merger and for the same voting
and lock-up provisions provided for pursuant to the agreements that Cornerstone s other stockholders have entered
into.

In connection with the execution of the merger agreement, funds managed by Healthcare Ventures and Advanced
Technology Ventures, which, as of May 1, 2008, owned in the aggregate approximately 19% of Critical Therapeutics
outstanding common stock, have entered into agreements with Cornerstone that provide, among other things, that the
stockholders will vote in favor of the issuance of shares of Critical Therapeutics common stock in the merger and
grant to Cornerstone an irrevocable proxy to vote such stockholders shares of Critical Therapeutics common stock in
favor of the issuance of Critical Therapeutics common stock in the merger and against any proposal made in
opposition to, or in competition with, the issuance of shares of Critical Therapeutics common stock in the merger.

6
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Management Following the Merger (see page 294)

Promptly following the effective time of the merger, the executive management team of the combined company is
expected to be composed primarily of current Cornerstone executives, including the following individuals:

Name Position with the Combined Company Current Position
Craig A. Collard President and Chief Executive Officer Cornerstone s President and Chief
Executive Officer
Chenyqua Baldwin Vice President, Finance, Chief Cornerstone s Vice President,
Accounting Officer and Controller Finance
Brian Dickson, M.D. Chief Medical Officer Cornerstone s Chief Medical
Officer
George Esgro Vice President, Sales and Marketing Cornerstone s Vice President,
Sales and Marketing
Steven M. Lutz Executive Vice President, Manufacturing Cornerstone s Executive Vice
and Trade President, Commercial
Operations
David Price Executive Vice President, Finance, and Cornerstone s Executive Vice
Chief Financial Officer President, Finance, and Chief

Financial Officer

In addition, Scott B. Townsend, Critical Therapeutics General Counsel, Senior Vice President of Legal Affairs and
Secretary, is expected to serve as General Counsel, Executive Vice President of Legal Affairs and Secretary of the
combined company.

The Board of Directors Following the Merger (see page 297)

Pursuant to the merger agreement, promptly following the effective time of the merger, Critical Therapeutics has
agreed to take all necessary actions to appoint Craig A. Collard, Cornerstone s President and Chief Executive Officer
and a member of Cornerstone s board of directors, and Alastair McEwan, the Chairman of Cornerstone s board of
directors, to Critical Therapeutics board of directors. In addition, Critical Therapeutics has agreed to take all necessary
actions to obtain the resignations of its current directors. Contemporaneously with the resignation of Critical
Therapeutics current directors and the appointment of Craig A. Collard and Alastair McEwan to Critical Therapeutics
board of directors, the size of Critical Therapeutics board of directors will be fixed at five directors and Christopher
Codeanne, Michael Enright and Michael Heffernan will be appointed to fill the other vacancies on Critical

Therapeutics board of directors, provided that such directors are independent under applicable NASDAQ requirements
or SEC regulations. Following the effective time of the merger, Critical Therapeutics board of directors will remain
divided into three classes, with one class being elected each year and members of each class holding office for a
three-year term. Based on the foregoing, the members of each class of Critical Therapeutics board of directors will be
as follows: Class I Director (term to expire at the 2011 annual meeting of stockholders): Craig A. Collard; Class II
Directors (terms to expire at the 2009 annual meeting of stockholders): Christopher Codeanne and Michael Enright;
and Class III Directors (terms to expire at the 2010 annual meeting of stockholders): Alastair McEwan and Michael
Heffernan.

Interests of Critical Therapeutics Directors and Executive Officers (see page 119)
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In considering the recommendation of Critical Therapeutics board of directors with respect to issuing shares of
Critical Therapeutics common stock pursuant to the merger agreement and the other matters to be acted upon by
Critical Therapeutics stockholders at the special meeting, Critical Therapeutics stockholders should be aware that
members of the board of directors and executive officers of Critical Therapeutics have interests in the merger that may
be different from, or in addition to, interests they may have as Critical Therapeutics stockholders.
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For example, pursuant to the terms of employment agreements with Critical Therapeutics executive officers and a

change of control cash bonus program established by Critical Therapeutics, upon the consummation of the merger, the
executive officers of Critical Therapeutics are entitled to receive aggregate cash payments of approximately $305,000
and accelerated vesting of restricted stock with an aggregate value of approximately $16,978, assuming that the
merger had been consummated on September 15, 2008. Assuming each executive officer of Critical Therapeutics is
terminated other than for cause or terminates his employment for good reason, in each case as those terms are defined
in his employment agreement, within specified periods before or after the consummation of the merger, then the
executive officers of Critical Therapeutics would be entitled to receive aggregate cash payments of approximately
$1,814,318, accelerated vesting of restricted stock with an aggregate value of approximately $33,956 and additional
aggregate payments of approximately $88,150 for COBRA premiums for continued health and dental coverage,
premiums for life insurance and disability insurance and outplacement services, assuming that the merger had been
consummated on September 15, 2008. Although the executive officers and directors of Critical Therapeutics are
entitled to accelerated vesting of unvested stock options in connection with the merger, all stock options subject to
accelerated vesting have an exercise price that is greater than $0.22 per share, the closing market price of Critical
Therapeutics common stock on September 15, 2008. Unvested stock options held by executive officers and directors
of Critical Therapeutics that are subject to accelerated vesting have exercise prices ranging from $1.05 to $8.58 per
share and a weighted average exercise price of $3.32 per share. Following the effective time of the merger, the
executive management team of the combined company is expected to be composed primarily of current Cornerstone
executives. It is not expected that any of the current executive officers or directors of Critical Therapeutics will
continue his or her service with the combined company following the merger, other than Scott B. Townsend, Critical
Therapeutics General Counsel, Senior Vice President of Legal Affairs and Secretary.

In anticipation of Mr. Townsend s service to the combined company following the merger, on September 16, 2008,
Critical Therapeutics entered into an amendment to the amended and restated employment agreement between Critical
Therapeutics and Mr. Townsend. This amendment will be effective from the effective time of the merger to

December 31, 2010 and will only become effective if the merger is consummated. Under the terms of this amendment,
Mr. Townsend will serve as the General Counsel, Executive Vice President of Legal Affairs and Secretary of the
combined company. The amendment provides for an increase in Mr. Townsend s annual target cash bonus as a
percentage of base salary from 30% to 35% and an actual annual cash bonus for Mr. Townsend for 2008 of not less
than 35% of his base salary if he remains an employee in good standing through December 31, 2008. Mr. Townsend
will continue to receive an annual base salary of $275,000. In connection with such amendment, Critical Therapeutics
also entered into a restricted stock agreement with Mr. Townsend that provides for a restricted stock grant to

Mr. Townsend on the first business day after the consummation of the merger of a number of shares of common stock
representing one percent of the combined company s outstanding equity, on a fully diluted basis but excluding an
aggregate of 7,208,707 shares of Critical Therapeutics common stock underlying warrants issued in connection with a
June 2005 private placement and an October 2006 registered offering, after giving effect to the reverse stock split and
the merger, subject to the terms of such restricted stock agreement. The restricted stock agreement will only become
effective if the merger is consummated. It is expected that approximately 1,489,789 shares will be issued to

Mr. Townsend pursuant to the restricted stock agreement, subject to adjustment as a result of the reverse stock split.
The amendment to Mr. Townsend s amended and restated employment agreement also provides for additional
potential future benefits to Mr. Townsend in connection with a termination of his employment by the combined
company other than for cause or by Mr. Townsend for good reason.

Assuming that the merger had been consummated on September 15, 2008, the beneficial ownership and other equity

interests of Mr. Townsend in the combined company immediately following the merger are expected to be as set forth
below:
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Total Options Company
Shares Total Exercisable Beneficial
Beneficially Options Within Ownership
Name Owned Held 60 Days Percentage
Scott B. Townsend 1,751,672 244,000 167,015 1.4%
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As of September 15, 2008, all directors and executive officers of Critical Therapeutics, together with their affiliates,
beneficially owned approximately 23.2% of the shares of Critical Therapeutics common stock. The affirmative vote of
the holders of a majority of the shares of Critical Therapeutics common stock present in person or represented by
proxy and voting on such matter at the special meeting is required for approval of Proposal 1 and Proposal 4. The
affirmative vote of holders of a majority of the outstanding shares of Critical Therapeutics common stock as of the
record date for the special meeting is required for approval of Proposal 2 and Proposal 3.

Interests of Cornerstone s Directors and Executive Officers (see page 125)

Critical Therapeutics stockholders also should be aware that members of the board of directors and executive officers
of Cornerstone have interests in the merger that may be different from, or in addition to, interests they may have as
Cornerstone stockholders.

Cornerstone s executive officers are expected to continue as executive officers of the combined company with initial
annual base salaries following the merger that are identical to their respective annual base salaries with Cornerstone
immediately prior to the merger. These individuals, their expected positions and annual base salaries with the
combined company are as follows:

Craig A. Collard, President and Chief Executive Officer, annual base salary of $379,600;

Chenyqua Baldwin, Vice President, Finance, Chief Accounting Officer and Controller, annual base salary of
$223,600;

Brian Dickson, M.D., Chief Medical Officer, annual base salary of $270,400;

George Esgro, Vice President, Sales and Marketing, annual base salary of $220,000;

Steven M. Lutz, Executive Vice President, Manufacturing and Trade, annual base salary of $250,000; and
David Price, Executive Vice President, Finance, and Chief Financial Officer, annual base salary of $285,000.

As of May 2, 2008, the date that holders of a majority of the shares of Cornerstone s outstanding common stock acting
by written consent without a meeting in accordance with Section 228 of the Delaware General Corporation Law and
Cornerstone s bylaws approved the merger agreement and the transactions contemplated thereby, Mr. Collard
controlled, directly or indirectly, 54% of the outstanding shares of Cornerstone s common stock, and Cornerstone s
executive officers and directors, and their affiliates, in the aggregate controlled, directly or indirectly, 68.3% of the
outstanding shares of Cornerstone s common stock.

Assuming that the merger had been consummated on September 15, 2008, Cornerstone s executive officers and
directors, and their affiliates, would beneficially own, in the aggregate, approximately 51% of the outstanding
common stock of the combined company, including any shares of the common stock of the combined company
issuable in the merger in exchange for shares of Cornerstone s outstanding common stock to be issued to Carolina
Pharmaceuticals upon the exchange or conversion prior to the merger of the outstanding principal amount under the
Carolina Note into shares of Cornerstone s common stock pursuant to the noteholder agreement between Carolina
Pharmaceuticals and Critical Therapeutics. Additionally, Cornerstone s executive officers and directors would hold
certain options to acquire shares of the common stock of the combined company that are not considered beneficially
owned because such options are not exercisable within sixty days of September 15, 2008. Assuming that the merger
had been consummated on September 15, 2008 and assuming an exchange ratio of
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2.448566, the beneficial ownership and other equity interests of Cornerstone s executive officers and directors, and
their affiliates, in the combined company immediately following the merger are expected to be as set forth below:

Combined
Total Options Company
Shares Total Exercisable Beneficial

Beneficially Options Within Ownership
Name Owned Held 60 Days Percentage
Craig A. Collard(1) 48,091,789 2,569,839 734,239 38.2%
Chenyqua Baldwin 2,429,109 2,055,871 593,510 1.9
Brian Dickson, M.D. 1,636,742 3,671,199 1,636,742 1.3
George Esgro(2) 734,239
Steven M. Lutz 7,651,389 2,263,906 688,349 6.1
Alastair McEwan 2,753,399 3,671,199 2,753,399 2.2
David Price(3) 3,186,052 2.5

(1) Total shares beneficially owned consists of 32,933,206 shares of common stock held by Cornerstone BioPharma
Holdings, Ltd., 14,439,134 shares of common stock held by Carolina Pharmaceuticals received in connection
with the conversion of the outstanding principal amount under the Carolina Note and options to purchase
734,569 shares of common stock pursuant to stock option grants awarded to Mr. Collard under Cornerstone s
2005 Stock Incentive Plan. Mr. Collard is the controlling shareholder and a director of Cornerstone Biopharma
Holdings, Ltd. and by virtue of such positions will exercise voting and investment power with respect to the
shares of the combined company to be owned by Cornerstone Biopharma Holdings, Ltd. following the merger.
Mr. Collard is the chief executive officer and chairman of the board of Carolina Pharmaceuticals and by virtue of
such positions will exercise voting and investment power with respect to the shares of the combined company to
be owned by Carolina Pharmaceuticals following the merger.

(2) Pursuant to the Employment Agreement, dated March 3, 2008, between Cornerstone and Mr. Esgro, Cornerstone
is obligated to grant Mr. Esgro an option to purchase 300,000 shares of Cornerstone s common stock. Cornerstone
expects that the option award to Mr. Esgro will be completed immediately prior to the effective time of the
merger.

(3) Mr. Price became the Executive Vice President, Finance, and Chief Financial Officer of Cornerstone effective as
of September 8, 2008. Pursuant to the Executive Employment Agreement, dated August 20, 2008, between
Cornerstone and Mr. Price, Cornerstone is obligated to issue to Mr. Price 1,301,776 restricted shares of
Cornerstone common stock. Cornerstone expects that this restricted stock award to Mr. Price will be completed
immediately prior to the effective time of the merger. In connection with the merger, Mr. Price s 1,301,776
restricted shares of Cornerstone common stock will be converted into restricted shares of the combined
company s common stock.

Carolina Pharmaceuticals, which is the holder of the Carolina Note, has entered into an agreement with Critical
Therapeutics that provides, among other things, for the exchange or conversion prior to the merger of the outstanding
principal amount of the Carolina Note into shares of Cornerstone s common stock. Mr. Collard is the Chief Executive
Officer and Chairman of the Board of Carolina Pharmaceuticals. In addition, Ms. Baldwin and Mr. Lutz are directors
of Carolina Pharmaceuticals. As of September 15, 2008, the outstanding principal amount of the Carolina Note was
approximately $9.0 million, which assuming an exchange ratio of 2.448566 would be converted into approximately
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14,439,134 shares, or 11.5%, of the combined company s outstanding common stock immediately following the
consummation of the merger.

Stock Options and Warrants (see page 128)

Each outstanding option to purchase shares of Cornerstone common stock, whether vested or unvested, and all stock
option plans or other stock or equity-related plans of Cornerstone themselves, insofar as they relate to outstanding
Cornerstone s stock options, will be assumed by Critical Therapeutics and will become an option to acquire, on the
same terms and conditions as were applicable under such Cornerstone s stock option immediately prior to the effective
time of the merger, such number of shares of Critical Therapeutics common stock as is equal to the number of shares
of Cornerstone s common stock subject to the unexercised portion of such Cornerstone stock option immediately prior
to the effective time of the merger multiplied by the exchange ratio

10

Table of Contents 41



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Table of Contents

(rounded down to the nearest whole share number), at an exercise price per share equal to the exercise price per share
of such Cornerstone stock option immediately prior to the effective time of the merger divided by the exchange ratio
(rounded up to the nearest whole cent). To the extent not exercised prior to the consummation of the merger,
Cornerstone anticipates that there will be approximately 7,960,621 shares of Cornerstone s common stock underlying
outstanding stock options immediately prior to the effective time of the merger.

Each warrant to purchase shares of Cornerstone common stock outstanding immediately prior to the effective time of
the merger will be assumed by Critical Therapeutics and will become a warrant to acquire, on the same terms and
conditions as were applicable under such warrant, such number of shares of Critical Therapeutics common stock as is
equal to the number of shares of Cornerstone s common stock subject to the unexercised portion of such Cornerstone
warrant immediately prior to the effective time of the merger multiplied by the exchange ratio (rounded down to the
nearest whole share number), at an exercise price per share equal to the exercise price per share of such Cornerstone
warrant immediately prior to the effective time of the merger divided by the exchange ratio (rounded up to the nearest
whole cent). Cornerstone anticipates that warrants to purchase an aggregate of 1,326,903 shares of Cornerstone s
common stock underlying warrants outstanding as of September 15, 2008 will be exercised prior to the effective time
of the merger. Following such exercises, Cornerstone anticipates that there will be 20,000 shares of Cornerstone s
common stock underlying outstanding warrants immediately prior to the effective time of the merger.

As of the effective time of the reverse stock split, Critical Therapeutics will adjust and proportionately decrease the
number of shares of Critical Therapeutics common stock reserved for issuance upon exercise of, and adjust and
proportionately increase the exercise price of, all options and warrants to acquire Critical Therapeutics common stock.
In addition, as of the effective time of the reverse stock split, Critical Therapeutics will adjust and proportionately
decrease the total number of shares of Critical Therapeutics common stock that may be the subject of future grants
under Critical Therapeutics stock option plans. All stock options and warrants to acquire shares of Critical
Therapeutics common stock that are outstanding immediately prior to the effective time of the merger will remain
outstanding following the effective time of the merger.

Material U.S. Federal Income Tax Consequences of the Merger (see page 130)

The merger has been structured to qualify as a reorganization within the meaning of Section 368(a) of the Internal
Revenue Code of 1986, as amended, or the Code, and it is a closing condition to the merger that Critical Therapeutics
and Cornerstone receive opinions of their respective counsel regarding such qualification. There will be no

U.S. federal income tax consequences to Critical Therapeutics stockholders as a result of the merger. As a result of the
merger s qualification as a reorganization, Cornerstone s stockholders will not recognize gain or loss for U.S. federal
income tax purposes upon the exchange of shares of Cornerstone s common stock for shares of Critical Therapeutics
common stock, except with respect to cash received in lieu of fractional shares of Critical Therapeutics common
stock.

Tax matters are very complicated, and the tax consequences of the merger to a particular stockholder will depend in
part on such stockholder s circumstances. Accordingly, you are urged to consult your own tax advisor for a full
understanding of the tax consequences of the merger to you, including the applicability and effect of federal, state,
local and foreign income and other tax laws.

Risk Factors (see page 24)
Both Critical Therapeutics and Cornerstone are subject to various risks associated with their businesses and their

industries, and the combined business will also be subject to those and other risks. In addition, the merger poses a
number of risks to each company and its stockholders, including the following risks:
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Some of Critical Therapeutics and Cornerstone s officers and directors have interests in the merger that may be
different from yours and influence them to support or approve the merger.

The merger may be completed even though material adverse changes may result from the announcement of the
merger, industry-wide changes and other causes.

The market price of Critical Therapeutics common stock has fallen significantly since the public announcement
of the proposed merger. If the merger is completed and the perceived benefits of the merger are not realized,

the market price of the combined company may decline further.

11
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Critical Therapeutics and Cornerstone s stockholders may not realize a benefit from the merger commensurate
with the ownership dilution they will experience in connection with the merger.

Negative perceptions regarding the pending merger may harm either Critical Therapeutics or Cornerstone s
business and employee relationships.

Regulatory Approvals (see page 130)

Neither Critical Therapeutics nor Cornerstone is required to make any filings or to obtain approvals or clearances from
any antitrust regulatory authorities in the United States or other countries to consummate the merger. In the United
States, Critical Therapeutics must comply with applicable federal and state securities laws and NASDAQ rules and
regulations in connection with the issuance of shares of Critical Therapeutics common stock in the merger, including
the filing with the SEC of this proxy statement/prospectus. As of the date hereof, the registration statement has not
become effective. Critical Therapeutics has filed an initial listing application with The NASDAQ Capital Market
pursuant to NASDAQ s reverse merger rules for the re-listing of Critical Therapeutics common stock in connection
with the merger and to effect the initial listing of Critical Therapeutics common stock issuable in connection with the
merger or upon exercise of Cornerstone s outstanding stock options or warrants.

Anticipated Accounting Treatment (see page 134)

The merger will be treated by Critical Therapeutics as a reverse merger under the purchase method of accounting in
accordance with U.S. generally accepted accounting principles, or GAAP. For accounting purposes, Cornerstone is
considered to be acquiring Critical Therapeutics in this transaction.

Appraisal Rights (see page 134)

Critical Therapeutics stockholders are not entitled to appraisal rights in connection with the merger or any of the
proposals to be voted on at the special meeting.

Cornerstone s stockholders are entitled to appraisal rights if they did not vote in favor of the merger agreement and
they comply with the conditions established by Section 262 of the Delaware General Corporation Law.

It is a condition to the obligation of Critical Therapeutics and the transitory subsidiary to complete the merger that
holders of not more than 5% of Cornerstone s outstanding common stock exercise appraisal rights.

Comparison of Stockholder Rights (see page 339)

Both Critical Therapeutics and Cornerstone are incorporated under the laws of the State of Delaware and, accordingly,
the rights of the stockholders of each are currently, and will continue to be, governed by the Delaware General
Corporation Law. If the merger is completed, Cornerstone s stockholders will become stockholders of Critical
Therapeutics, and their rights will be governed by the Delaware General Corporation Law, the certificate of
incorporation of Critical Therapeutics and the bylaws of Critical Therapeutics. The rights of Critical Therapeutics
stockholders contained in the certificate of incorporation and bylaws of Critical Therapeutics differ from the rights of
Cornerstone s stockholders under the certificate of incorporation and bylaws of Cornerstone.

Legal Proceedings (see page 189)
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On September 17, 2008, a purported shareholder class action lawsuit was filed by a single plaintiff against Critical
Therapeutics and each of its directors in the Court of Chancery of The State of Delaware. The complaint alleges,
among other things, that the defendants breached fiduciary duties of loyalty and good faith, including a fiduciary duty
of candor, by failing to provide Critical Therapeutics stockholders with a proxy statement/prospectus adequate to
enable them to cast an informed vote on the proposed merger, and by possibly failing to maximize stockholder value
by entering into an agreement that effectively discourages competing offers. The complaint seeks, among other things,
an order (i) enjoining the defendants from proceeding with or implementing the proposed merger on the terms and
under the circumstances as they presently exist, (ii) invalidating the provisions of the proposed merger that
purportedly improperly limit the effective exercise of the defendants continuing fiduciary duties; (iii) ordering
defendants to explore alternatives and to negotiate in good faith with all bona fide interested parties; (iv) in the event
the proposed merger is consummated, rescinding it and setting it aside or awarding rescissory damages; (v) awarding
compensatory damages against defendants, jointly and severally; and (vi) awarding the plaintiff and the purported
class their costs and fees.

12
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SELECTED HISTORICAL AND PRO FORMA COMBINED FINANCIAL DATA
The following tables present summary historical financial data for Critical Therapeutics and Cornerstone, summary
unaudited pro forma condensed combined financial data for Critical Therapeutics and Cornerstone, and comparative

historical and unaudited pro forma per share data for Critical Therapeutics and Cornerstone.

13
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Selected Historical Consolidated Financial Data of Critical Therapeutics

The statements of operations data for the years ended December 31, 2007, 2006 and 2005 and the balance sheet data
as of December 31, 2007 and 2006 are derived from Critical Therapeutics audited consolidated financial statements,
which are included in this proxy statement/prospectus beginning on page F-3. The statements of operations data for
the six months ended June 30, 2008 and 2007 and the balance sheet data as of June 30, 2008 and 2007 are derived
from Critical Therapeutics unaudited consolidated financial statements, which are included in this proxy
statement/prospectus beginning on page F-36. The statements of operations data for the years ended December 31,
2004 and 2003 and the balance sheet data as of December 31, 2005, 2004 and 2003 are derived from Critical
Therapeutics audited consolidated financial statements, which are not included in this proxy statement/prospectus.
Historical results are not necessarily indicative of future results and results for any interim period are not necessarily
indicative of results to be expected for a full fiscal year. You should read the notes to Critical Therapeutics
consolidated financial statements for an explanation of the method used to determine the number of shares used in
computing basic and diluted net loss per share.

Effective January 1, 2006, Critical Therapeutics adopted SFAS 123(R), using the modified prospective method, which
requires Critical Therapeutics to recognize compensation cost for granted, but unvested, awards, new awards and
awards modified, repurchased, or cancelled after January 1, 2006 and granted after Critical Therapeutics became a
public company. The amounts for prior periods do not include the impact of SFAS 123(R). In the notes to Critical
Therapeutics consolidated financial statements, Critical Therapeutics has provided pro forma disclosures for the year
ended December 31, 2005 in accordance with SFAS 123 since that period has not been retroactively adjusted to reflect
the SFAS 123 pro forma amounts in the prior period financial statements.

Six Months Ended
June 30, June 30, Year Ended December 31,
2008 2007 2007 2006 2005 2004 2003
(In thousands, except share and per share data)

tements of
erations Data:
t product sales $ 7227 $ 5185 $ 11,008 $ 6,647 $ 387 % $
venue under
laboration and
nse agreements 1,737 1,861 6,431 5,837 4,436 1,02
al revenues 7,227 6,922 12,869 13,078 6,224 4,436 1,02
st of products sold 4,657 1,421 4,233 2,222 514
search and
relopment 6,927 13,022 21,655 26,912 29,959 25,578 17,45
es and marketing 6,031 4,582 12,193 18,284 13,671 1,199
neral and
ninistrative 6,010 6,588 13,572 13,456 11,406 9,679 3,77
structuring charges 1,204 3,498

24,829 25,613 51,653 64,372 55,550 36,456 21,22
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al costs and
)enses

erating loss (17,602) (18,691) (38,784) (51,294) (49,326) (32,020) (20,20
srest income 289 1,154 2,020 2,726 2,427 1,098 19
erest expense (85) (69) (209) (214) (191) (172) (9
t loss (17,398) (17,606) (36,973) (48,782) (47,090) (31,094) (20,11

cretion of dividends
| offering costs on
ferred stock (2,209) (2,26

t loss available to
nmon stockholders $ (17,398) $ (17,606) $ (36,973) $ (48,782) $ 47,090) $ (33,303) $ (22,37

t loss per common
re:
sic and diluted $ 0.41) $ 041) $ 0.87) $ (1.37) $ (1.61) $ (228) $ (339

ighted-average

ic and diluted
res outstanding 42,857,558 42,513,852 42,580,884 35,529,048 29,276,243 14,631,371 658,20
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June 30, December 31,
2008 2007 2007 2006 2005 2004 2003
(In thousands)
Balance Sheet Data:
Cash and cash
equivalents $ 10952 $ 39813 $ 33,828 $ 48388 $ 57257 $ 11980 $ 40,078
Short-term investments 650 650 25,554 66,849
Working capital 9,410 34,042 26,380 47,738 70,005 64,357 25,218
Total assets 23,358 50,508 44,924 58,182 91,819 83,114 45,054
Long-term debt, net of
current portion 122 421 1,489 1,367 720
Redeemable convertible
preferred stock 51,395
Accumulated deficit (208,770) (172,005) (191,372) (154,399) (105,617) (58,527) (27,433)
Total stockholders
equity (deficit) 1,176 34,637 17,091 49,906 72,247 65,408 (24,851)
15
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Selected Historical Consolidated Financial Data of Cornerstone

The statements of operations data for the years ended December 31, 2007, 2006 and 2005 and the balance sheet data

as of December 31, 2007 and 2006 are derived from Cornerstone s audited consolidated financial statements, which are
included in this proxy statement/prospectus beginning on page F-54. The statements of operations data for the six
months ended June 30, 2008 and 2007 and the balance sheet data as of June 30, 2008 and 2007 are derived from
Cornerstone s unaudited consolidated financial statements, which are included in this proxy statement/prospectus
beginning on page F-88. The statement of operations data for the period March 30, 2004 (date of inception) through
December 31, 2004 and the balance sheet data as of December 31, 2005 and 2004 are derived from Cornerstone s
audited consolidated financial statements, which are not included in this proxy statement/prospectus. Historical results
are not necessarily indicative of future results and results for any interim period are not necessarily indicative of

results to be expected for a full fiscal year. You should read the notes to Cornerstone s consolidated financial
statements for an explanation of the method used to determine the number of shares used in computing basic and
diluted net loss per share.

Effective January 1, 2006, Cornerstone adopted SFAS 123(R), using the prospective method, which requires
Cornerstone to recognize compensation cost for new awards and awards modified, repurchased or cancelled on or
after January 1, 2006. The amounts for prior periods do not include the impact of SFAS 123(R). In the notes to
Cornerstone s consolidated financial statements, Cornerstone has provided pro forma disclosures for the year ended
December 31, 2005 in accordance with SFAS 123 since that period has not been restated to conform to the 2007 and

2006 presentation.

Statements of
Operations Data:
Net revenues $
Costs and
expenses:

Cost of product
sales

Sales and
marketing
Royalties

General and
administrative
Research and
development
Amortization and
depreciation

Table of Contents

Six Months Ended
June 30, June 30,
2008 2007

23512 $

1,498

7,534
4,804

3,773
605

886

Year Ended December 31,

2007

2006

2005

(In thousands, except share and per share data)

14,203

1,516

4,852
1,631

2,078
113

1,686

$

28,071

3,300

10,391
3,409

4,106
948

3,231

$

22,117 $

2,151

7,120
1,663

3,679
249

2,704

17,470

3,437

13,889
1,933

4,881
266

1,939

March 30,
2004
(Inception)
through
December 31,
2004

$ 5,740

2,076

2,867
689

1,020
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Other charges 27 131 245 3,581 1,000

Total costs and
expenses 19,127 12,007 25,630 21,147 27,345 6,660

Operating income
(loss) 4,385 2,196 2,441 970 (9,875) (920)

Other expenses:
Interest expense,

net (722) (657) (1,410) (1,240) (1,557) (782)
Loss on

marketable

security (324)

Other expenses 7 35 (6)

Income (loss)
before income

taxes 3,663 1,539 700 (305) (11,438) (1,702)
Provision for

income taxes (839) (534) (130)

Net income (loss) $ 2,824  $ 1,005 $ 570 $ (305) $ (11,438) $ (1,702)

Net income (loss)
per share, basic $ 0.11 $ 0.04 $ 002 $ 0.01) $ 0.46) $ (0.07)

Net income (loss)
per share, diluted  $ 0.10 $ 0.04 $ 002 $ 0.01) $ 0.46) $ (0.07)

Weighted-average
common shares,
basic 24,926,150 24,926,150 24,926,150 25,022,594 25,126,027 25,000,000

Weighted-average
common shares,
diluted 28,776,045 27,697,832 28,356,133 25,022,594 25,126,027 25,000,000
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June 30, December 31,
2008 2007 2007 2006 2005 2004
(In thousands)
Balance Sheet Data:
Cash and cash equivalents $ 19 $ 548 $ 241  $ 116 $ 959 $ 4,008
Working capital (3,504) (5,941) (5,131) (9,230) (11,740) 652
Total assets 21,321 13,244 15,909 10,582 16,147 21,019
Long-term debt, net of current
portion 11,911 10,382 12,371 10,382 13,031 13,074
Accumulated deficit (10,274) (12,663) (13,098) (13,668) (13,140) (1,702)
Total stockholders deficit (9,302) (12,198) (12,295) (13,844) (12,903) (1,654)
17
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Selected Unaudited Pro Forma Condensed Combined Financial Data
of Critical Therapeutics and Cornerstone

The following unaudited pro forma condensed combined financial statements give effect to the merger of a wholly
owned subsidiary of Critical Therapeutics and Cornerstone in a transaction to be accounted for as a purchase with
Cornerstone treated as the acquirer even though Critical Therapeutics will be the issuer of common stock and
surviving legal entity in the transaction (based in part on the fact that upon completion of the merger Critical
Therapeutics stockholders will retain approximately 30% and the former Cornerstone stockholders will own
approximately 70% of the outstanding shares of Critical Therapeutics, assuming the exchange or conversion prior to
the merger of the outstanding principal amount of the Carolina Note into shares of Cornerstone s common stock and
after giving effect to shares issuable pursuant to Cornerstone s outstanding options and warrants, but without giving
effect to any shares issuable pursuant to Critical Therapeutics outstanding options and warrants). The unaudited pro
forma condensed statements of operations are based on the individual historical consolidated statements of operations
of Critical Therapeutics and Cornerstone and combine the results of operations of Critical Therapeutics and
Cornerstone for the year ended December 31, 2007 and the six months ended June 30, 2008, giving effect to the
combination as if it occurred on January 1, 2007, reflecting only pro forma adjustments expected to have a continuing
impact on the combined results. The unaudited pro forma condensed balance sheet combines the historical
consolidated balance sheets of Critical Therapeutics and Cornerstone as of June 30, 2008, giving effect to the
combination as if it occurred on June 30, 2008, reflecting only pro forma adjustments expected to have a continuing
impact on the combined results. The unaudited pro forma condensed combined financial information does not give
effect to the proposed reverse stock split as it is currently unknown which ratio, if any, will be used.

These unaudited pro forma condensed combined financial statements are for informational purposes only. They do not
purport to indicate the results that would have actually been obtained had the merger been completed on the assumed
date or for the periods presented, or that may be realized in the future. To produce the unaudited pro forma financial
information, Cornerstone, as the acquiring party, preliminarily allocated the purchase price using its best estimates of
fair value. These estimates are based on the most recently available information. To the extent there are significant
changes to Critical Therapeutics business, the assumptions and estimates herein could change significantly.
Furthermore, the parties may have reorganization and restructuring expenses as well as potential operating efficiencies
as a result of combining the companies. The pro forma financial information does not reflect these potential expenses
and efficiencies. Upon completion of the merger, final valuations will be performed. The unaudited pro forma
condensed combined financial statements should be read in conjunction with Critical Therapeutics Management s
Discussion and Analysis of Financial Condition and Results of Operations and Cornerstone s Management s Discussion
and Analysis of Financial Condition and Results of Operations and the historical consolidated financial statements,
including related notes of Critical Therapeutics and Cornerstone, respectively, covering these periods, included in this
proxy statement/prospectus. Please see the section entitled Where You Can Find More Information on page 352 of
this proxy statement/prospectus for more information.
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Six
Months
Ended Year Ended
June 30, December 31,
2008 2007

(In thousands)
Unaudited Pro Forma Condensed Combined Statements of Operations Data:
Net revenues $ 30,739 $ 40,940
Operating expenses:
Cost of products sold 10,959 10,942
Research and development 7,532 22,603
Sales, general and administrative 25,713 45,718
Restructuring charges 1,204
Total costs and expenses 45,408 79,263
Other (expense) income (518) 70
Loss before income taxes (15,187) (38,253)
Provision for income taxes 839 130
Net loss $ (16,026) $ (38,383)

As of
June 30,
2008

(In thousands)
Unaudited Pro Forma Condensed Combined Balance Sheet Data:
Cash and cash equivalents $ 9,020
Working capital 6,528
Total assets 54,681
Total liabilities 32,652
Total stockholders equity 22,029
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Comparative Historical and Unaudited Pro Forma Per Share Data

The following information does not give effect to the reverse stock split of Critical Therapeutics common stock
described in Proposal 2.

The information below reflects the historical net loss and book value per share of Cornerstone s common stock and the
historical net loss and book value per share of Critical Therapeutics common stock in comparison with the unaudited
pro forma net loss and book value per share after giving effect to the proposed merger of Critical Therapeutics with
Cornerstone on a purchase basis.

You should read the tables below in conjunction with the audited and unaudited financial statements of Critical
Therapeutics beginning on page F-3 of this proxy statement/prospectus and the audited and unaudited financial
statements of Cornerstone commencing at page F-54 of this proxy statement/prospectus and the related notes and the
unaudited pro forma condensed combined financial information and notes related to such financial statements
included elsewhere in this proxy statement/prospectus. The pro forma financial information is presented for
illustrative purposes only and is not necessarily indicative of the results of operations that would have resulted if the
merger had been completed as of the assumed dates or of the results that will be achieved in the future.

The selected unaudited pro forma condensed combined financial data as of and for the six months ended June 30,
2008 and for the year ended December 31, 2007 are derived from the unaudited pro forma condensed combined
financial information beginning on page 328 of this proxy statement/prospectus and should be read in conjunction
with that information. Please see the section entitled Unaudited Pro Forma Condensed Combined Financial
Information beginning on page 327 of this proxy statement/prospectus.

CRITICAL THERAPEUTICS
Six Months
Year Ended Ended
December 31, June 30,
2007 2008
Historical Per Common Share Data:
Net loss per common share, basic and diluted $ 0.87) $ (0.41)
Book value per common share as of the end of the period $ 0.40 $ 0.03
CORNERSTONE
Six Months
Year Ended Ended
December 31, June 30,
2007 2008
Historical Per Common Share Data:
Net income per common share, basic $ 0.02 $ 0.11
Net income per common share, diluted $ 0.02 $ 0.10
Book value per common share as of the end of the period $ (0.49) $ (0.37)
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CORNERSTONE AND CRITICAL THERAPEUTICS

Six Months
Year Ended Ended
December 31, June 30,
2007 2008
Combined Unaudited Pro Forma Per Common Share Data:
Net loss per combined common share from continuing operations, basic and
diluted $ 034) % (0.13)
Book value per combined common share $ 0.21 $ 0.18
Equivalent Pro Forma Per Common Share Data:
Net loss per combined common share from continuing operations, basic and
diluted $ 0.96) $ (0.33)
Book value per combined common share $ 0.60 $ 0.46
21
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MARKET PRICE AND DIVIDEND INFORMATION

Critical Therapeutics common stock is listed on The NASDAQ Capital Market under the symbol CRTX. From July
2006 to June 2008, Critical Therapeutics common stock traded on the NASDAQ Global Market. Prior to July 2006,
Critical Therapeutics common stock traded on The NASDAQ National Market. The following table sets forth, for the
periods indicated, the high and low per share sales prices for Critical Therapeutics common stock as reported on
NASDAQ. Cornerstone is a private company and its common stock is not publicly traded.

Critical Therapeutics Common Stock

High Low

Year Ended December 31, 2006

First Quarter $ 741 $ 472
Second Quarter 6.25 3.28
Third Quarter 4.50 2.08
Fourth Quarter 3.28 1.45
Year Ended December 31, 2007

First Quarter $ 272 $ 144
Second Quarter 4.10 1.50
Third Quarter 2.54 1.66
Fourth Quarter 2.70 1.20
Year Ended December 31, 2008

First Quarter $ 145 $ 0.67
Second Quarter 0.72 0.26
Third Quarter (through September 26, 2008) 0.42 0.12

On April 30, 2008, the last day prior to the public announcement of the proposed merger, the closing price per share

of Critical Therapeutics common stock as reported on The NASDAQ Global Market was $0.62, for an aggregate
market value of Critical Therapeutics of approximately $26,957,103. Accordingly, if the merger had been
consummated on that day, the value attributable to the shares of Critical Therapeutics common stock issued to holders
of Cornerstone s common stock and issuable to holders of Cornerstone s outstanding options and warrants in
connection with the merger would have been approximately $62.9 million, based on approximately

101.5 million shares of Critical Therapeutics common stock issued or issuable to Cornerstone s stockholders in the
merger, multiplied by $0.62.

On , 2008, the last practicable date before the printing of this proxy statement/prospectus, the closing price per
share of Critical Therapeutics common stock as reported on The NASDAQ Capital Market was $ , for an aggregate
market value of Critical Therapeutics of approximately $ . Accordingly, if the merger had been consummated on

that day, the value attributable to the shares of Critical Therapeutics common stock issued to holders of Cornerstone s
common stock and issuable to holders of Cornerstone s outstanding options and warrants in connection with the
merger would have been approximately $ , based on approximately 101.5 million shares of Critical Therapeutics
common stock issued or issuable to Cornerstone s stockholders in the merger multiplied by $

Because the market price of Critical Therapeutics common stock is subject to fluctuation, the market value of the
shares of Critical Therapeutics common stock that holders of Cornerstone s common stock and
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Cornerstone s outstanding stock options and warrants will be entitled to receive in the merger may increase or
decrease.

Following the consummation of the merger, and subject to successful application for initial listing with The NASDAQ
Capital Market, Critical Therapeutics common stock will continue to be listed on The NASDAQ Capital Market.
Although Critical Therapeutics common stock will continue with the trading symbol CRTX , it will trade under the
combined company s new name, Cornerstone Therapeutics Inc. There has never been, nor is there expected to be in the
future, a public market for Cornerstone s common stock.

As of , 2008 Critical Therapeutics had approximately stockholders of record.

Critical Therapeutics has never declared or paid cash dividends on its capital stock. Critical Therapeutics currently
intends to retain earnings, if any, to finance the growth and development of its business, and does not expect to pay
any cash dividends to its stockholders in the foreseeable future. Payment of future dividends, if any, will be at the

discretion of Critical Therapeutics board of directors.
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RISK FACTORS

In addition to the other information contained in this proxy statement/prospectus, you should carefully consider the
risks and uncertainties described below.

Risks Related to the Merger

Some of Critical Therapeutics and Cornerstone s officers and directors have interests that may be different from
yours and influence them to support or approve the merger.

Officers and directors of Critical Therapeutics and Cornerstone participate in arrangements that provide them with
interests in the merger that are different from yours, including, among others, their continued service as an officer or
director of the combined company, retention and severance benefits, the acceleration of restricted stock and stock
option vesting and continued indemnification.

For example, pursuant to the terms of employment agreements with Critical Therapeutics executive officers and a

change of control cash bonus program established by Critical Therapeutics, upon the consummation of the merger, the
executive officers of Critical Therapeutics are entitled to receive aggregate cash payments of approximately $305,000
and accelerated vesting of restricted stock with an aggregate value of approximately $16,978, assuming that the
merger had been consummated on September 15, 2008. Assuming each executive officer of Critical Therapeutics is
terminated other than for cause or terminates his employment for good reason, in each case as those terms are defined
in his employment agreement, within specified periods before or after the consummation of the merger, then the
executive officers of Critical Therapeutics would be entitled to receive aggregate cash payments of approximately
$1,814,318 accelerated vesting of restricted stock with an aggregate value of approximately $33,956 and additional
aggregate payments of approximately $88,150 for COBRA premiums for continued health and dental coverage,
premiums for life insurance and disability insurance and outplacement services, assuming that the merger had been
consummated on September 15, 2008. Although the executive officers and directors of Critical Therapeutics are
entitled to accelerated vesting of unvested stock options in connection with the merger, all stock options subject to
accelerated vesting have an exercise price that is greater than $0.22 per share, the closing market price of Critical
Therapeutics common stock on September 15, 2008. Unvested stock options held by executive officers and directors
of Critical Therapeutics that are subject to accelerated vesting have exercise prices ranging from $1.05 to $8.58 per
share and a weighted average exercise price of $3.32 per share. Following the effective time of the merger, the
executive management team of the combined company is expected to be composed primarily of current Cornerstone
executives. It is not expected that any of the current executive officers or directors of Critical Therapeutics will
continue his or her service with the combined company following the merger, other than Scott B. Townsend, Critical
Therapeutics General Counsel, Senior Vice President of Legal Affairs and Secretary.

In anticipation of Mr. Townsend s service to the combined company following the merger, on September 16, 2008,
Critical Therapeutics entered into an amendment to the amended and restated employment agreement between Critical
Therapeutics and Mr. Townsend. This amendment will be effective from the effective time of the merger to

December 31, 2010 and will only become effective if the merger is consummated. Under the terms of this amendment,
Mr. Townsend will serve as the General Counsel, Executive Vice President of Legal Affairs and Secretary of the
combined company. The amendment provides for an increase in Mr. Townsend s annual target cash bonus as a
percentage of base salary from 30% to 35% and an actual annual cash bonus for Mr. Townsend for 2008 of not less
than 35% of his base salary if he remains an employee in good standing through December 31, 2008. Mr. Townsend
will continue to receive an annual base salary of $275,000. In connection with such amendment, Critical Therapeutics
also entered into a restricted stock agreement with Mr. Townsend that provides for a restricted stock grant to
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Mr. Townsend on the first business day after the consummation of the merger of a number of shares of common stock
representing one percent of the combined company s outstanding equity, on a fully diluted basis but excluding an
aggregate of 7,208,707 shares of Critical Therapeutics common stock underlying warrants issued in connection with a
June 2005 private placement and an October 2006 registered offering, after giving effect to the reverse stock split and
the merger, subject to the terms of such restricted stock agreement. The restricted stock agreement will only become
effective if the merger is consummated. It is expected that approximately 1,489,789 shares
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will be issued to Mr. Townsend pursuant to the restricted stock agreement, subject to adjustment as a result of the
reverse stock split. The amendment to Mr. Townsend s amended and restated employment agreement also provides for
additional potential future benefits to Mr. Townsend in connection with a termination of his employment by the
combined company other than for cause or by Mr. Townsend for good reason.

Cornerstone s executive officers are expected to continue as executive officers of the combined company with initial
annual base salaries following the merger that are identical to their respective annual base salaries with Cornerstone
immediately prior to the merger. These individuals, their expected positions and annual base salaries with the
combined company are as follows:

Craig A. Collard, President and Chief Executive Officer, annual base salary of $379,600;

Chenyqua Baldwin, Vice President, Finance, Chief Accounting Officer and Controller, annual base salary of
$223,600;

Brian Dickson, M.D., Chief Medical Officer, annual base salary of $270,400;

George Esgro, Vice President, Sales and Marketing, annual base salary of $220,000;

Steven M. Lutz, Executive Vice President, Manufacturing and Trade, annual base salary of $250,000; and
David Price, Executive Vice President, Finance, and Chief Financial Officer, annual base salary of $285,000.

As of May 2, 2008, the date that holders of a majority of the shares of Cornerstone s outstanding common stock acting
by written consent without a meeting in accordance with Section 228 of the Delaware General Corporation Law and
Cornerstone s bylaws approved the merger agreement and the transactions contemplated thereby, Mr. Collard
controlled, directly or indirectly, 54% of the outstanding shares of Cornerstone s common stock, and Cornerstone s
executive officers and directors, and their affiliates, in the aggregate controlled, directly or indirectly, 68.3% of the
outstanding shares of Cornerstone s common stock.

Assuming that the merger had been consummated on September 15, 2008, Cornerstone s executive officers and
directors, and their affiliates, would beneficially own, in the aggregate, 67,523,206 shares, or approximately 51%, of
the outstanding common stock of the combined company, including any shares of the common stock of the combined
company issuable in the merger in exchange for shares of Cornerstone s outstanding common stock to be issued to
Carolina Pharmaceuticals upon the exchange or conversion of principal amounts under the Carolina Note into shares

of Cornerstone s common stock prior to the effective time of the merger pursuant to the noteholder agreement between
Carolina Pharmaceuticals and Critical Therapeutics. Additionally, Cornerstone s executive officers and directors would
hold options to acquire an aggregate of 6,409,119 shares of the common stock of the combined company that are not
considered beneficially owned because such options are not exercisable within sixty days of September 15, 2008.

Carolina Pharmaceuticals, which is the holder of the Carolina Note, has entered into an agreement with Critical
Therapeutics that provides, among other things, for the exchange or conversion of the outstanding principal amount of
the Carolina Note into shares of Cornerstone s common stock outstanding immediately prior to the effective time of
the merger. Mr. Collard is the Chief Executive Officer and Chairman of the Board of Carolina Pharmaceuticals.

These interests, among others, may influence the officers and directors of Critical Therapeutics and Cornerstone to
support or approve the merger. For a more detailed discussion, see The Merger Interests of Critical Therapeutics
Directors and Executive Officers in the Merger and The Merger Interests of Cornerstone s Directors and Executive
Officers in the Merger beginning on pages 119 and 125, respectively, of this proxy statement/prospectus.
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The merger may be completed even though material adverse changes may result from the announcement of the
merger, industry-wide changes and other causes.

In general, either party can refuse to complete the merger if there is a material adverse change affecting the other party
between May 1, 2008, the date of the merger agreement, and the closing. However, some types of
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changes do not permit either party to refuse to complete the merger, even if such changes would have a material
adverse effect on Critical Therapeutics or Cornerstone, to the extent they resulted from the following and do not have
a materially disproportionate effect on Critical Therapeutics or Cornerstone, as the case may be:

changes in prevailing economic or market conditions in the United States or any other jurisdiction in which a
party has substantial business operations;

changes or events affecting the industries in which the parties operate generally;
changes in generally accepted accounting principles or requirements applicable to a party;
changes in laws, rules or regulations of general applicability or interpretations thereof;

changes caused by the execution, delivery and performance of the merger agreement and the transactions
contemplated thereby;

changes caused by any outbreak of major hostilities in which the United States is involved or any act of
terrorism within the United States or directed against facilities or citizens of the United States; or

with respect to Critical Therapeutics, specified ordinary course operational exceptions as set forth in Critical
Therapeutics disclosure schedules.

In addition, if a material adverse change occurs between May 1, 2008 and the closing that affects one party, and
assuming that all other closing conditions have been satisfied, the other party may, to the extent consistent with such
party s obligations under Delaware and federal disclosure and securities laws, elect to complete the merger without
seeking further stockholder approval, notwithstanding the material adverse change.

If adverse changes occur but Critical Therapeutics and Cornerstone must still complete the merger, the combined
company s stock price may suffer.

The market price of Critical Therapeutics common stock has fallen significantly since the public announcement
of the proposed merger. If the merger is completed and the perceived benefits of the merger are not realized, the
market price of the combined company s common stock may decline further.

On April 30, 2008, the last day prior to the public announcement of the proposed merger, the closing price per share

of Critical Therapeutics common stock as reported on The NASDAQ Global Market was $0.62. On , 2008, the
last practicable date before the printing of this proxy statement/prospectus, the closing price per share of Critical
Therapeutics common stock as reported on The NASDAQ Capital Market was $ , which represents a % decrease
from the closing price on April 30, 2008. If the merger is completed, the market price of the combined company s
common stock may decline further for a number of reasons, including if:

the combined company does not achieve the perceived benefits of the merger as rapidly or to the extent
anticipated by financial or industry analysts;

the effect of the merger on the combined company s business and prospects is not consistent with the
expectations of financial or industry analysts; or

investors react negatively to the effect on the combined company s business and prospects from the merger.
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Critical Therapeutics and Cornerstone s stockholders may not realize a benefit from the merger commensurate
with the ownership dilution they will experience in connection with the merger.

It is anticipated that, immediately following the completion of the merger, Critical Therapeutics stockholders, who
prior to the closing of the merger own 100% of Critical Therapeutics common stock, will own approximately 30% of
the common stock of the combined company and Cornerstone s security holders, who prior to the closing of the merger
own 100% of the fully diluted common stock of Cornerstone, will own approximately 70% of the common stock of

the combined company, assuming the exchange or conversion prior to the merger of the outstanding principal amount
of the Carolina Note into shares of Cornerstone s
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common stock and after giving effect to shares issuable pursuant to Cornerstone s outstanding options and warrants,
but without giving effect to any shares issuable pursuant to Critical Therapeutics outstanding options and warrants.
Accordingly, if the combined company is unable to realize the strategic and financial benefits currently anticipated
from the merger, Critical Therapeutics and Cornerstone s stockholders will have experienced substantial dilution of
their ownership interest without receiving any commensurate benefit. For example, had the merger been consummated
as of June 30, 2008 and assuming the net income of the combined company was comprised solely of the net income
attributable to Cornerstone, the dilution of the ownership interest of Cornerstone s stockholders would have resulted in
Cornerstone s earnings per share decreasing from $0.10 to $0.07 for the six months ended June 30, 2008.

During the pendency of the merger, Critical Therapeutics and Cornerstone may not be able to enter into a business
combination with another party because of restrictions in the merger agreement.

Covenants in the merger agreement impede the ability of Critical Therapeutics or Cornerstone to make acquisitions or
complete other transactions that are not in the ordinary course of business pending completion of the merger. While

the merger agreement is in effect and subject to limited exceptions, each party is prohibited from soliciting, initiating,
encouraging or taking actions designed to facilitate any inquiries or the making of any proposal or offer that could

lead to the entering into certain extraordinary transactions with any third party, such as a sale of assets, an acquisition
of Critical Therapeutics common stock, a tender offer for Critical Therapeutics common stock, a merger or other
business combination outside the ordinary course of business. Any such transactions could be favorable to such party s
stockholders.

Negative perceptions regarding the pending merger may harm either Critical Therapeutics or Cornerstone s
business and employee relationships.

During the pendency of the merger, uncertainty or negative perceptions regarding the merger or the combined
company s business and prospects could harm relationships that either Critical Therapeutics or Cornerstone has
established as an independent, standalone company. For example:

Suppliers, distributors and other business partners may seek to change or terminate their relationships with
either Critical Therapeutics or Cornerstone as a result of the proposed merger.

As a result of the proposed merger, current and prospective employees could experience uncertainty about their
future roles within the combined company. This uncertainty may adversely affect the ability of either Critical
Therapeutics or Cornerstone to retain its key employees, who may seek other employment opportunities.

In addition, during the pendency of the merger, the management team of either Critical Therapeutics or Cornerstone
may be distracted from day to day operations as a result of the proposed merger.

Because the lack of a public market for the Cornerstone shares makes it difficult to evaluate the fairness of the
merger, Cornerstone stockholders may receive consideration in the merger that is greater than or less than the
fair market value of the Cornerstone shares.

The outstanding capital stock of Cornerstone is privately held and is not traded in any public market. The lack of a
public market makes it extremely difficult to determine the fair market value of Cornerstone. Since the percentage of
Critical Therapeutics equity to be issued to Cornerstone s stockholders was determined based on negotiations between
the parties, it is possible that the value of the Critical Therapeutics common stock to be issued in connection with the
merger will be greater than the fair market value of Cornerstone. Alternatively, it is possible that the value of the

shares of Critical Therapeutics common stock to be issued in connection with the merger will be less than the fair
market value of Cornerstone.
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If any of the events described in Risks Related to Cornerstone occur, those events could cause the potential benefits
of the merger not to be realized.

Following the effective time of the merger, current Cornerstone officers and directors will direct the business and
operations of the combined company. Additionally, Cornerstone s business is expected to constitute most, if not all, of
the business of the combined company following the merger. As a result, the risks described below in the section
entitled Risks Related to Cornerstone beginning on page 59 are among the most significant risks to the combined
company if the merger is completed. To the extent any of the events in the risks described below in the section entitled

Risks Related to Cornerstone beginning on page 59 occur, those events could cause the potential benefits of the
merger not to be realized and the market price of the combined company s common stock to decline.

Risks Related to Critical Therapeutics
Risks Relating to Critical Therapeutics Business
Critical Therapeutics business depends heavily on the commercial success of ZYFLO CR.

ZYFLO CR and ZYFLO are currently Critical Therapeutics only commercially marketed products. Critical
Therapeutics commercially launched ZYFLO CR on September 27, 2007. In February 2008, Critical Therapeutics
discontinued the production and supply of ZYFLO, which Critical Therapeutics had commercially launched in
October 2005, but Critical Therapeutics resumed the supply of ZYFLO in September 2008 to help manage the
potential impact to patients of supply chain issues for ZYFLO CR. In the six months ended June 30, 2008, Critical
Therapeutics experienced supply chain issues in manufacturing ZYFLO CR and recorded an inventory reserve for an
aggregate of 12 batches of ZYFLO CR that could not be released into Critical Therapeutics supply chain. If Critical
Therapeutics is unable to manufacture or release ZYFLO CR on a timely and consistent basis, some physicians may
prescribe ZYFLO to ensure that their patients with asthma continue to have access to zileuton as a treatment option.
ZYFLO, which is dosed four times per day, contains the same zileuton active pharmaceutical ingredient, or API, as
ZYFLO CR, which is dosed two tablets twice daily. When prescribed as indicated in their respective labels, both
ZYFLO CR and ZYFLO provide a patient with 2,400 mg of zileuton per day. Both ZYFLO CR and ZYFLO are
approved by the FDA for the same indication.

ZYFLO has not achieved broad market acceptance. If Critical Therapeutics is able to successfully commercialize
ZYFLO CR, Critical Therapeutics expects it will account for a significant portion of Critical Therapeutics revenues
for the foreseeable future. However, Critical Therapeutics cannot assure you that ZYFLO CR will not suffer the same
lack of broad market acceptance that has affected ZYFLO.

Critical Therapeutics product candidates are in early clinical and preclinical stages of development and are a number
of years away from commercialization. Research and development of product candidates is a lengthy and expensive
process. Critical Therapeutics early-stage product candidates in particular will require substantial funding for Critical
Therapeutics to complete preclinical testing and clinical trials, initiate manufacturing and, if approved for sale, initiate
commercialization. If ZYFLO CR is not commercially successful, Critical Therapeutics may be forced to find
additional sources of funding earlier than Critical Therapeutics anticipated. If Critical Therapeutics is not successful in
obtaining additional funding on acceptable terms, Critical Therapeutics may be forced to significantly delay, limit or
eliminate one or more of Critical Therapeutics development or commercialization programs.

If ZYFLO CR does not achieve market acceptance, Critical Therapeutics may not be able to generate significant
revenues unless Critical Therapeutics is able to successfully develop and commercialize other product candidates.
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The commercial success of ZYFLO CR will depend upon its acceptance by the medical community, third-party
payors and patients. Physicians will prescribe ZYFLO CR only if they determine, based on experience, clinical data,
side effect profiles or other factors, that this product either alone or in combination with other
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products is appropriate for managing asthma. Critical Therapeutics believes that the primary advantage of ZYFLO CR
over ZYFLO is ZYFLO CR s more convenient dosing schedule, but this advantage may not result in broad market
acceptance of ZYFLO CR, and Critical Therapeutics may experience the same lack of market acceptance with
ZYFLO CR that Critical Therapeutics has experienced with ZYFLO.

Despite being approved by the FDA since 1996, ZYFLO did not achieve broad market acceptance. During the period
between Critical Therapeutics commercial launch of ZYFLO in October 2005 through May 2008, prescription data for
ZYFLO indicates that approximately 5,900 physicians prescribed the product. Critical Therapeutics recorded revenue
from the sale of ZYFLO of $8.7 million for the year ended December 31, 2007 and $748,000 for the six months ended
June 30, 2008. Critical Therapeutics recorded revenue from the sale of ZYFLO CR of $2.3 million for the year ended
December 31, 2007 and $6.5 million for the six months ended June 30, 2008. Critical Therapeutics experienced
difficulty expanding the prescriber and patient bases for ZYFLO, in part, Critical Therapeutics believes, because some
physicians view ZYFLO as less effective than other products on the market or view its clinical data as outdated and
because it requires dosing of one tablet four times per day, which some physicians and patients may find inconvenient
or difficult to comply with compared to other available asthma therapies that require dosing only once or twice daily.

In addition, if physicians do not prescribe ZYFLO CR for the recommended dosing regimen of two tablets twice

daily, or if patients do not comply with the dosing schedule and take less than the prescribed number of tablets,

Critical Therapeutics sales of ZYFLO CR will be limited and Critical Therapeutics revenues will be adversely
affected.

The position of ZYFLO CR in managed care formularies, which are lists of approved products developed by managed
care organizations, or MCOs, may make it more difficult to expand the current market share for this product. In most
instances, ZYFLO CR and ZYFLO have been placed in formulary positions that require a higher co-payment for
patients. In some cases, MCOs may require additional evidence that a patient had previously failed another therapy,
additional paperwork or prior authorization from the MCO before approving reimbursement for ZYFLO CR.

If any existing negative perceptions about ZYFLO persist, Critical Therapeutics will have difficulty achieving market
acceptance for ZYFLO CR. If Critical Therapeutics is unable to achieve market acceptance of ZYFLO CR, Critical
Therapeutics will not generate significant revenues unless Critical Therapeutics is able to successfully develop and
commercialize other product candidates.

Concerns regarding the safety profile of ZYFLO CR may limit market acceptance of ZYFLO CR, and, if significant
adverse events related to ZYFLO CR occur, Critical Therapeutics may be exposed to product liability claims.

Market perceptions about the safety of ZYFLO also may limit the market acceptance of ZYFLO CR. In the clinical
trials that were reviewed by the FDA prior to its approval of ZYFLO, 3.2% of the approximately 5,000 patients who
received ZYFLO experienced increased levels of a liver enzyme called alanine transaminase, or ALT, of over three
times the levels normally seen in the bloodstream. In these trials, one patient developed symptomatic hepatitis with
jaundice, which resolved upon discontinuation of therapy, and three patients developed mild elevations in bilirubin. In
clinical trials for ZYFLO CR, 1.94% of the patients taking ZYFLO CR in a three-month efficacy trial and 2.6% of the
patients taking ZYFLO CR in a six-month safety trial experienced ALT levels greater than or equal to three times the
level normally seen in the bloodstream. Because ZYFLO CR can elevate liver enzyme levels, periodic liver function
tests are recommended for patients taking ZYFLO CR, based upon its product label, which was approved by the FDA
in May 2007.

Some physicians and patients may perceive liver function tests as inconvenient or indicative of safety issues, which
could make them reluctant to prescribe or accept ZYFLO CR and any other zileuton product candidates that Critical
Therapeutics successfully develops and commercializes. As a result, many physicians may have negative perceptions
about the safety of ZYFLO CR and other zileuton product candidates, which could limit their commercial acceptance.
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physicians believe the absence of ZYFLO from the market was related to safety or efficacy issues. These negative
perceptions could carry over to ZYFLO CR.

In March 2008, the FDA issued an early communication regarding an ongoing safety review of the leukotriene
montelukast relating to suicide and other behavior related adverse events. In that communication, the FDA stated that
it was also reviewing the safety of other leukotriene medications. On May 27, 2008, Critical Therapeutics received a
request from the FDA that Critical Therapeutics gather and provide to the FDA data from its clinical trial database to
evaluate behavior-related adverse events for ZYFLO and ZYFLO CR. Depending on the results of such analyses and
the FDA s review, the FDA could request that Critical Therapeutics revise the labeling of ZYFLO and ZYFLO CR to
include statements regarding the potential for suicidal thoughts or other behavior-related changes associated with the
use of zileuton. If the FDA requests that Critical Therapeutics add these statements or similar statements to its package
inserts, sales of these products could suffer.

If the use of ZYFLO CR or ZYFLO harms people, Critical Therapeutics may be subject to costly and damaging
product liability claims. Critical Therapeutics currently has products liability insurance coverage with a $20.0 million
annual aggregate limit and a $20.0 million individual claim limit, which is subject to a per claim deductible and a
policy aggregate deductible. This product liability insurance covers both product liability claims for ZYFLO CR and
ZYFLO and clinical trial liability claims for Critical Therapeutics product candidates. The annual cost of this products
liability insurance was approximately $400,000 for the policy year starting October 29, 2007. This insurance policy
may not provide adequate coverage against potential liabilities. Furthermore, product liability and clinical trial
insurance is becoming increasingly expensive. As a result, Critical Therapeutics may be unable to maintain current
amounts of insurance coverage, obtain additional insurance or obtain sufficient insurance at a reasonable cost to

protect against losses that Critical Therapeutics has not anticipated in its business plans. Any product liability claim
against Critical Therapeutics, even if Critical Therapeutics successfully defends against it, could cause Critical
Therapeutics to incur significant legal expenses, divert Critical Therapeutics management s attention and harm Critical
Therapeutics reputation.

If Critical Therapeutics marketing and sales infrastructure and presence are not adequate or Critical
Therapeutics collaborative marketing arrangements are not successful, Critical Therapeutics ability to market
and sell its products will be impaired.

After increasing the size of Critical Therapeutics sales force in connection with the commercial launch of ZYFLO CR
to approximately 42 sales representatives in October 2007, Critical Therapeutics decreased the size of its sales force to
approximately 29 sales representatives as of June 30, 2008. Building Critical Therapeutics sales force involved
significant time and expense. If Critical Therapeutics is not successful in its efforts to retain an adequate sales force,

its ability to market and sell ZYFLO CR will be impaired.

In March 2007, Critical Therapeutics entered into a co-promotion agreement with Dey, L.P., a wholly owned
subsidiary of Mylan Inc., or DEY, for the co-promotion of ZYFLO CR and ZYFLO. Critical Therapeutics cannot
predict whether the co-promotion arrangement will lead to increased sales for ZYFLO CR. DEY initiated promotional
detailing activities for ZYFLO CR on September 27, 2007 and for ZYFLO on April 30, 2007. Given the recent
initiation of DEY s efforts, the potential success of the co-promotion arrangement is uncertain. Under the co-promotion
agreement, Critical Therapeutics agreed to provide a minimum number of promotional details per month by Critical
Therapeutics sales representatives to a specified group of office-based physicians and other health care professionals
for ZYFLO CR. If Critical Therapeutics is not successful in its efforts to provide the required level of promotional
detailing, DEY s co-promotion fee may be increased and DEY may have a right to terminate the co-promotion
agreement for ZYFLO CR. For example, if Critical Therapeutics experiences greater than expected turnover of sales
representatives, Critical Therapeutics may have difficulty satisfying its minimum detailing obligations. In February
2008, Mylan Inc., or Mylan, which acquired DEY in October 2007 as part of its acquisition of Merck KGaA s generic
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arrangement or any future reductions in efforts under the co-promotion arrangement, including as a result of the sale
or
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potential sale of DEY by Mylan, would limit Critical Therapeutics ability to generate significant revenues from
product sales.

On June 25, 2007, as contemplated by the terms of the zileuton co-promotion agreement, Critical Therapeutics and
DEY entered into a separate definitive co-promotion agreement providing for Critical Therapeutics to co-promote
DEY s product PERFOROMIST" (formoterol fumarate) Inhalation Solution, or PERFOROMIST, for the long-term,
twice-daily maintenance treatment of bronchoconstriction for emphysema and chronic bronchitis, which is also known
as chronic obstructive pulmonary disease, or COPD. Under the PERFOROMIST co-promotion agreement, DEY
agreed to pay Critical Therapeutics a co-promotion fee based on retail sales of PERFOROMIST and Critical
Therapeutics agreed to provide a minimum number of promotional details per month by Critical Therapeutics sales
representatives to a specified group of office-based physicians and other health care professionals. Promoting both
ZYFLO CR and PERFOROMIST may be challenging for Critical Therapeutics sales representatives and may reduce
their efficiency, which could negatively impact Critical Therapeutics revenues.

The amount of any co-promotion fee that DEY pays to Critical Therapeutics under the PERFOROMIST co-promotion
agreement will be limited if PERFOROMIST does not achieve market acceptance. For example, safety concerns
relating to PERFOROMIST may harm potential sales. PERFOROMIST belongs to a class of medications known as
long-acting beta2-adrenergic agonists, or LABAs, which may increase the risk of asthma-related death. Data from a
large placebo-controlled study in the United States comparing the safety of the LABA salmeterol or placebo plus
usual asthma therapy showed an increase in asthma-related deaths in patients receiving salmeterol. This finding also
may apply to formoterol, the active ingredient in PERFOROMIST. For the year ended December 31, 2007 and the six
months ended June 30, 2008, Critical Therapeutics did not receive any co-promotion fees from DEY in connection
with the PERFOROMIST co-promotion agreement because the level of quarterly retail sales for PERFOROMIST did
not exceed a specified level. On July 2, 2008, Critical Therapeutics provided notice to DEY that Critical Therapeutics
had exercised its contractual right to terminate the co-promotion agreement for PERFOROMIST. The termination is
effective September 30, 2008.

A failure to maintain appropriate inventory levels could harm Critical Therapeutics reputation and subject
Critical Therapeutics to financial losses.

Critical Therapeutics is subject to minimum purchase obligations under its supply agreements with its third-party
manufacturers, which require Critical Therapeutics to buy inventory of the zileuton API and tablet cores for ZYFLO
CR. Critical Therapeutics has committed to purchase a minimum amount of zileuton API from Shasun of $2.0 million
in 2008 and $2.0 million in 2009, although Critical Therapeutics has the right to reduce by $1.3 million the amount of
zileuton API it must purchase in 2009 by providing written notice to Shasun no later than December 31, 2008. The
API purchased from Shasun currently has a shelf-life of 36 months. In addition, Critical Therapeutics has committed
to purchase a minimum of 20 million ZYFLO CR tablet cores from Jagotec in each of the four 12-month periods
starting May 30, 2008. If ZYFLO CR does not achieve the level of demand Critical Therapeutics anticipates, Critical
Therapeutics may not be able to use the inventory it is required to purchase. As of June 30, 2008, Critical Therapeutics
had $7.8 million in inventory, consisting primarily of tablet cores and API. Based on Critical Therapeutics current
expectations regarding demand for ZYFLO CR, Critical Therapeutics expects that its inventory levels could increase
substantially in the future as a result of its minimum purchase obligations under its supply agreements with third-party
manufacturers and orders it has submitted to date. Significant differences between Critical Therapeutics current
estimates and judgments and future estimated demand for its products and the useful life of inventory may result in
significant charges for excess inventory or purchase commitments in the future. If Critical Therapeutics is required to
recognize charges for excess inventories, it could have a material adverse effect on Critical Therapeutics financial
condition and results of operations in the period in which Critical Therapeutics recognizes charges for excess
inventory.
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In the six months ended June 30, 2008, Critical Therapeutics recorded an inventory reserve for an aggregate of 12
batches of ZYFLO CR that could not be released into Critical Therapeutics commercial supply chain, consisting of
five batches that did not meet Critical Therapeutics product release specifications and seven additional batches that
were on quality assurance hold and that could not complete manufacturing within the
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manufacturing timelines specified pursuant to the new drug application, or NDA, for ZYFLO CR. Critical
Therapeutics cannot assure you that it will not have similar manufacturing issues in producing ZYFLO CR in the
future. If Critical Therapeutics is unable to manufacture or release ZYFLO CR on a timely and consistent basis, if
Critical Therapeutics fails to maintain an adequate inventory of zileuton API or ZYFLO CR core tablets, if Critical
Therapeutics inventory were to be destroyed or damaged, or if Critical Therapeutics inventory were to reach its
expiration date, patients might not have access to ZYFLO CR, Critical Therapeutics reputation and its brand could be
harmed and physicians may be less likely to prescribe ZYFLO CR in the future. Conversely, if Critical Therapeutics is
unable to sell Critical Therapeutics inventory in a timely manner, Critical Therapeutics could experience cash flow
difficulties and additional financial losses.

Critical Therapeutics faces substantial competition. If Critical Therapeutics is unable to compete effectively,
ZYFLO CR, ZYFLO and Critical Therapeutics product candidates may be rendered noncompetitive or obsolete.

The development and commercialization of new drugs is highly competitive. Critical Therapeutics will face
competition with respect to the development of product candidates and for ZYFLO CR, ZYFLO and any other
products that Critical Therapeutics commercializes in the future from pharmaceutical companies, biotechnology
companies, specialty pharmaceutical companies, companies selling low-cost generic substitutes, academic institutions,
government agencies and research institutions.

A number of large pharmaceutical and biotechnology companies currently market and sell products to treat asthma
that compete with ZYFLO CR and ZYFLO. Many established therapies currently command large market shares in the
asthma market, including Merck & Co., Inc. s Singula®®, GlaxoSmithKline plc s Advaft and inhaled corticosteroid
products. In addition, Critical Therapeutics may face competition from pharmaceutical companies seeking to develop
new drugs for the asthma market. For example, in June 2007, AstraZeneca PLC commercially launched in the United
States Symbicort®, a twice-daily asthma therapy combining budesonide, an inhaled corticosteroid, and formoterol, a
long-acting beta2-agonist.

In the COPD market, zileuton, if Critical Therapeutics is able to develop it as a treatment for COPD, will face intense
competition. COPD patients are currently treated primarily with a number of medications that are indicated for COPD,
asthma or both COPD and asthma. The primary products used to treat COPD are anticholinergics, long-acting
beta-agonists and combination long-acting beta-agonists and inhaled corticosteroids. These medications are delivered
in various device formulations, including metered dose inhalers, dry powder inhalers and by nebulization. Lung
reduction surgery is also an option for COPD patients.

Many therapies for COPD are already well established in the respiratory marketplace, including GlaxoSmithKline s
Advair® and Serevent® and Spiriva®, a once-daily muscarinic antagonist from Boehringer Ingleheim GmbH and
Pfizer. Other novel approaches are also in development.

Critical Therapeutics is also developing zileuton injection for use in the hospital emergency department for the
treatment of acute asthma attacks. Critical Therapeutics may face intense competition from companies seeking to
develop new drugs for use in severe acute asthma attacks. For example, Merck & Co., Inc. has conducted clinical
trials of an intravenous formulation of its product Singulair®.

If Critical Therapeutics therapeutic programs directed toward the body s inflammatory response result in commercial
products, such products will compete predominantly with therapies that have been approved for diseases such as
rheumatoid arthritis, like Amgen, Inc. s Enbré, Johnson & Johnson s Remicad®, Bristol-Myers Squibb Company s
Orencia®, Abbott Laboratories Humif8 and Rituxan® marketed by Biogen Idec Inc. and Genentech, Inc., and

diseases such as sepsis, like Eli Lilly and Company s Xigrf8. Other companies are developing therapies directed
towards cytokines. Critical Therapeutics does not know whether any or all of these products under development will

Table of Contents 77



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

ever reach the market and if they do, whether they will do so before or after Critical Therapeutics products are
approved.

32

Table of Contents

78



Edgar Filing: CRITICAL THERAPEUTICS INC - Form S-4/A

Table of Contents

Critical Therapeutics competitors products may be safer, more effective, more convenient or more effectively
marketed and sold, than any of Critical Therapeutics products. Many of Critical Therapeutics competitors have:

significantly greater financial, technical and human resources than Critical Therapeutics has and may be better
equipped to discover, develop, manufacture and commercialize products;

more extensive experience than Critical Therapeutics has in conducting preclinical studies and clinical trials,
obtaining regulatory approvals and manufacturing and marketing pharmaceutical products;

competing products that have already received regulatory approval or are in late-stage development; and

collaborative arrangements in Critical Therapeutics target markets with leading companies and research
institutions.

Critical Therapeutics will face competition based on the safety and effectiveness of Critical Therapeutics products, the
timing and scope of regulatory approvals, the availability and cost of supply, marketing and sales capabilities,
reimbursement coverage, price, patent position and other factors. Critical Therapeutics competitors may develop or
commercialize more effective, safer or more affordable products, or obtain more effective patent protection, than
Critical Therapeutics is able to. Accordingly, Critical Therapeutics competitors may commercialize products more
rapidly or effectively than Critical Therapeutics is able to, which would adversely affect Critical Therapeutics
competitive position, the likelihood that its product candidates will achieve initial market acceptance and its ability to
generate meaningful revenues from its product candidates. Even if Critical Therapeutics product candidates achieve
initial market acceptance, competitive products may render its products obsolete or noncompetitive. If Critical
Therapeutics product candidates are rendered obsolete, it may not be able to recover the expenses of developing and
commercializing those product candidates.

If Critical Therapeutics is unable to retain key personnel and hire additional qualified personnel, Critical
Therapeutics may not be able to achieve its goals.

Critical Therapeutics success depends in large part on its ability to attract, retain and motivate qualified management
and commercial personnel. Critical Therapeutics is highly dependent on the principal members of its executive
management team. The loss of the services of any one or more of the members of Critical Therapeutics executive
management team would diminish the knowledge and experience that Critical Therapeutics, as an organization,
possesses and might significantly delay or prevent the achievement of Critical Therapeutics research, development or
commercialization objectives and could cause Critical Therapeutics to incur additional costs to recruit replacement
executive personnel. Critical Therapeutics does not maintain key person life insurance on any of the members of its
executive management team.

On March 2, 2008, Frank E. Thomas resigned as Critical Therapeutics President and Chief Executive Officer effective
March 31, 2008 and as a member of Critical Therapeutics board of directors effective March 2, 2008. On March 4,
2008, Critical Therapeutics announced that its board of directors appointed Trevor Phillips, Ph.D. as President and
Chief Executive Officer effective April 1, 2008 and elected Dr. Phillips as a member of Critical Therapeutics board of
directors effective March 4, 2008. Dr. Phillips previously had served as Critical Therapeutics Chief Operating Officer
and Senior Vice President of Operations. In addition to Dr. Phillips, Critical Therapeutics also depends, in particular,
on the continuing services of Thomas P. Kelly, Critical Therapeutics Chief Financial Officer and Senior Vice
President of Finance and Corporate Development, and other members of Critical Therapeutics executive management
team. Since June 1, 2006, Critical Therapeutics has experienced significant turnover on its executive management
team, with five executive officers, including Mr. Thomas, leaving Critical Therapeutics and one executive officer
joining Critical Therapeutics. If Critical Therapeutics is unsuccessful in transitioning its smaller executive
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Therapeutics research, financial, development and commercialization objectives could be significantly delayed or may
not occur. In addition, Critical Therapeutics focus on transitioning to its new management
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team could divert its management s attention from other business concerns. Furthermore, if Critical Therapeutics
decides to recruit new executive personnel, Critical Therapeutics will incur additional costs.

Recruiting and retaining qualified commercial personnel, in addition to Critical Therapeutics executive management
team, will also be critical to Critical Therapeutics success. Any expansion into areas and activities requiring additional
expertise, such as clinical trials, governmental approvals, contract manufacturing and sales and marketing, will place
additional requirements on Critical Therapeutics management, operational and financial resources. These demands
may require Critical Therapeutics to hire additional personnel and will require Critical Therapeutics existing
management personnel to develop additional expertise. Critical Therapeutics faces intense competition for personnel.
The failure to attract and retain personnel or to develop such expertise could delay or halt the research, development,
regulatory approval and commercialization of Critical Therapeutics product candidates.

Critical Therapeutics has experienced turnover in its sales and marketing team. For example, Critical Therapeutics has
experienced an increase in the number of voluntary resignations of its sales and marketing personnel after it publicly
announced in November 2007 that it was in the process of reviewing a range of strategic alternatives that could result
in potential changes to its current business strategy and future operations. The pendency of Critical Therapeutics
proposed merger with Cornerstone could have a similar effect. In June 2008, Critical Therapeutics reduced the size of
its sales force by eight sales representatives and three sales managers. If Critical Therapeutics is not successful in its
efforts to retain its remaining qualified sales and marketing personnel, Critical Therapeutics ability to market and sell
ZYFLO CR and Critical Therapeutics ability to deliver Critical Therapeutics required level of promotional detailing
under Critical Therapeutics co-promotion agreements with DEY would be impaired.

Critical Therapeutics has also experienced turnover on its board of directors. For example, Critical Therapeutics has
had eight directors leave its board and three directors join its board since June 1, 2006. Critical Therapeutics currently
has four directors serving on its board. If Critical Therapeutics board were to fail to satisfy the requirements of
relevant rules and regulations of the SEC and NASDAQ relating to director independence or membership on board
committees, this could result in the delisting of Critical Therapeutics common stock from NASDAQ or could
adversely affect investors confidence in Critical Therapeutics and Critical Therapeutics ability to access the capital
markets. If Critical Therapeutics is unable to attract and retain qualified directors, the achievement of Critical
Therapeutics corporate objectives could be significantly delayed or may not occur.

Critical Therapeutics identified a material weakness in its internal control over financial reporting for the second
quarter and third quarter of 2007. If Critical Therapeutics fails to achieve and maintain effective internal control
over financial reporting, Critical Therapeutics could face difficulties in preparing timely and accurate financial
reports, which could result in a loss of investor confidence in Critical Therapeutics reported results and a decline
in Critical Therapeutics stock price.

In connection with the preparation of Critical Therapeutics financial statements for the second quarter of 2007,
Critical Therapeutics identified a material weakness in its internal control over financial reporting. This material
weakness related to the operation of controls over accounting for non-routine transactions, specifically the accrual of
milestone obligations due under certain of Critical Therapeutics contractual arrangements in accordance with GAAP.
As a result of this material weakness, a material adjustment was recorded to Critical Therapeutics draft interim
financial statements after the financial close of the second quarter of 2007. While Critical Therapeutics internal
disclosure controls and procedures detected the need to accrue for the milestone obligations, Critical Therapeutics did
not initially reach the appropriate conclusion relative to the timing of the accrual recognition. As a result of this
material weakness, Critical Therapeutics management concluded that Critical Therapeutics disclosure controls and
procedures were not effective as of either June 30, 2007 or September 30, 2007. Critical Therapeutics implemented
steps to remedy the material weakness, and Critical Therapeutics management provided an unqualified assessment of
Critical Therapeutics internal control over financial reporting as of December 31, 2007. There were no material
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periodic reporting
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obligations or result in its inability to prevent or detect material misstatements in its financial statements. It is possible
that Critical Therapeutics management may not be able to provide an unqualified assessment of Critical Therapeutics
internal control over financial reporting or disclosure controls and procedures in the future, or be able to provide
quarterly certifications that Critical Therapeutics disclosure controls and procedures are effective. It is also possible
that Critical Therapeutics may identify additional significant deficiencies or material weaknesses in Critical
Therapeutics internal control over financial reporting in the future. Any material weakness, or any remediation thereof
that is ultimately unsuccessful, could cause investors to lose confidence in the accuracy and completeness of Critical
Therapeutics financial statements, which in turn could harm Critical Therapeutics business, lead to a decline in
Critical Therapeutics stock price and restrict Critical Therapeutics ability to raise additional funds needed for the
growth of its business.

Risks Relating to Critical Therapeutics Dependence on Third Parties

Critical Therapeutics relies on third parties to manufacture and supply the zileuton API, ZYFLO CR, ZYFLO and
Critical Therapeutics product candidates. Critical Therapeutics expects to continue to rely on these sole source
suppliers for these purposes and would incur significant costs to independently develop manufacturing facilities.

Critical Therapeutics has no manufacturing facilities and limited manufacturing experience. In order to continue to
commercialize ZYFLO CR and ZYFLO, develop product candidates, apply for regulatory approvals and
commercialize Critical Therapeutics product candidates, Critical Therapeutics needs to develop, contract for or
otherwise arrange for the necessary manufacturing capabilities. Critical Therapeutics expects to continue to rely on
third parties for production of the zileuton API, commercial supplies of ZYFLO CR, commercial supplies of ZYFLO
and preclinical and clinical supplies of Critical Therapeutics product candidates. These third parties are currently
Critical Therapeutics sole source suppliers, and Critical Therapeutics expects to continue to rely on them for these
purposes for the foreseeable future.

Critical Therapeutics has contracted with Shasun Pharma Solutions Ltd., or Shasun, for commercial production of the
zileuton API, subject to specified limitations, through December 31, 2010. Zileuton API is used in Critical
Therapeutics FDA-approved oral zileuton products, ZYFLO CR and ZYFLO, as well as in Critical Therapeutics
zileuton injection product candidate. Critical Therapeutics only source of supply for zileuton API is Shasun, which
manufactures the zileuton API in the United Kingdom. The manufacturing process for the zileuton API involves an
exothermic reaction that generates heat and, if not properly controlled by the safety and protection mechanisms in
place at the manufacturing sites, could result in unintended combustion of the product. The manufacture of the
zileuton API could be disrupted or delayed if a batch is discontinued or damaged, if the manufacturing sites are
damaged, or if local health and safety regulations require a third-party manufacturer to implement additional safety
procedures or cease production. In addition, there is only one qualified supplier of a chemical known as 2-ABT, which
is one of the starting materials for zileuton, and if that manufacturer stops manufacturing 2-ABT, is unable to
manufacture 2-ABT or is unwilling to manufacture 2-ABT on commercially reasonable terms or at all, Shasun may be
unable to manufacture API for Critical Therapeutics.

Critical Therapeutics has contracted with Jagotec AG, or Jagotec, a subsidiary of SkyePharma PLC, or SkyePharma,
for the manufacture of core tablets for ZYFLO CR for commercial sale. Critical Therapeutics only source of supply
for the core tablets of ZYFLO CR is Jagotec, which manufactures them in France. The manufacture of the core tablets
for ZYFLO CR could be disrupted or delayed if one or more batches are discontinued or damaged or if the
manufacturing site were damaged or destroyed.

Critical Therapeutics has contracted with Patheon Pharmaceuticals Inc., or Patheon, to coat and package the core

tablets of ZYFLO CR for commercial sale. Patheon is currently Critical Therapeutics only source of finished ZYFLO
CR tablets. The manufacture of the finished ZYFLO CR tablets could be disrupted or delayed if one or more batches
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Critical Therapeutics has contracted with Patheon to manufacture ZYFLO tablets for commercial sale. Patheon is
currently Critical Therapeutics only source of finished ZYFLO tablets. The manufacture of the finished
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ZYFLO tablets could be disrupted or delayed if one or more batches are discontinued or damaged or if the
manufacturing site were damaged or destroyed.

Critical Therapeutics is dependent upon Shasun, Patheon and Jagotec as sole providers, and will be dependent on any
other third parties who manufacture Critical Therapeutics product candidates, to perform their obligations in a timely
manner and in accordance with applicable government regulations. If third-party manufacturers with whom Critical
Therapeutics contracts fail to perform their obligations, Critical Therapeutics may be adversely affected in a number
of ways, including the following:

Critical Therapeutics may not be able to meet commercial demands for ZYFLO CR and ZYFLO;
Critical Therapeutics may be required to cease distribution or issue recalls;

Critical Therapeutics may not be able to initiate or continue clinical trials of its product candidates that are
under development; and

Critical Therapeutics may be delayed in submitting applications for regulatory approvals for its product
candidates.

If Shasun, Patheon or Jagotec experiences any significant difficulties in their respective manufacturing processes for
Critical Therapeutics products, including the zileuton API, ZYFLO CR core tablets or finished product for ZYFLO
CR and ZYFLO, Critical Therapeutics could experience significant interruptions in the supply of ZYFLO CR and
ZYFLO. Critical Therapeutics inability to coordinate the efforts of its third-party manufacturing partners, or the lack
of capacity or the scheduling of manufacturing sufficient for Critical Therapeutics needs at Critical Therapeutics
third-party manufacturing partners, could impair Critical Therapeutics ability to supply ZYFLO CR and ZYFLO at
required levels. Such an interruption could cause Critical Therapeutics to incur substantial costs and impair Critical
Therapeutics ability to generate revenue from ZYFLO CR and ZYFLO may be adversely affected.

The zileuton API is manufactured in the United Kingdom by Shasun, and Critical Therapeutics either stores the
zileuton API at a Shasun warehouse or ships the zileuton API either directly to a contract manufacturer or to a
third-party warehouse. For the manufacture of ZYFLO CR, Critical Therapeutics ships zileuton API to France for
manufacturing of core tablets by Jagotec and Critical Therapeutics ships core tablets from France to the United States
to be coated, packaged and labeled at Patheon. For the manufacture of ZYFLO, Critical Therapeutics ships zileuton
API to the United States to be manufactured, packaged and labeled at Patheon. While in transit, Critical Therapeutics
zileuton API and ZYFLO CR core tablets, each shipment of which is of significant value, could be lost or damaged.
Moreover, at any time after shipment from Shasun, Critical Therapeutics zileuton API, which is stored in France at
Jagotec or in the United States at Patheon or at third-party warehouse, or Critical Therapeutics ZYFLO CR core
tablets, which are stored at Patheon prior to coating and packaging, and Critical Therapeutics finished ZYFLO CR and
ZYFLO products, which are stored at Critical Therapeutics third-party logistics provider, Integrated
Commercialization Solutions, Inc., or ICS, could be lost or suffer damage, which would render them unusable.
Critical Therapeutics has attempted to take appropriate risk mitigation steps and to obtain transit insurance. However,
depending on when in the process the zileuton API, ZYFLO CR core tablets or finished product is lost or damaged,
Critical Therapeutics may have limited recourse for recovery against its manufacturers or insurers. As a result, Critical
Therapeutics financial performance could be impacted by any such loss or damage to its zileuton API, ZYFLO CR
core tablets or finished products.

Critical Therapeutics may not be able to enter into alternative supply arrangements at commercially acceptable rates,

if at all. If Critical Therapeutics were required to change manufacturers for the zileuton API, ZYFLO CR tablet cores,
ZYFLO or ZYFLO CR or coating, Critical Therapeutics would be required to verify that the new manufacturer
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including FDA requirements and approved NDA product specifications. In addition, Critical Therapeutics would be
required to conduct additional clinical bioequivalence trials to demonstrate that the finished product manufactured by
the new manufacturer is equivalent to the finished product manufactured by Critical Therapeutics current
manufacturer. Any delays associated with the verification of a new
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manufacturer or conducting additional clinical bioequivalence trials could adversely affect Critical Therapeutics
production schedule or increase Critical Therapeutics production costs.

Critical Therapeutics has not secured a long-term commercial supply arrangement for any of its product candidates
other than the zileuton API, which is used in zileuton injection. The manufacturing process for Critical Therapeutics
product candidates is an element of the FDA approval process. Critical Therapeutics will need to contract with
manufacturers who can meet the FDA requirements, including current Good Manufacturing Practices, on an ongoing
basis. In addition, if Critical Therapeutics receives the necessary regulatory approval for its product candidates,
Critical Therapeutics also expects to rely on third parties, including Critical Therapeutics collaborators, to produce
materials required for commercial production. Critical Therapeutics may experience difficulty in obtaining adequate
manufacturing capacity or timing for its needs. If Critical Therapeutics is unable to obtain or maintain contract
manufacturing of these product candidates, or to do so on commercially reasonable terms, Critical Therapeutics may
not be able to develop and commercialize its product candidates successfully.

Difficulties relating to the supply chain for ZYFLO CR tablets could significantly inhibit Critical Therapeutics
ability to meet, or prevent Critical Therapeutics from meeting, commercial demand for the product.

In the quarter ended June 30, 2008, Critical Therapeutics recorded an inventory reserve with respect to an aggregate of
eight batches of ZYFLO CR that could not be released into Critical Therapeutics commercial supply chain, consisting
of one batch of ZYFLO CR that did not meet Critical Therapeutics product release specifications and an additional
seven batches of ZYFLO CR that were on quality assurance hold and that could not complete manufacturing within
the NDA-specified manufacturing timelines. In the quarters ended December 31, 2007 and March 31, 2008, Critical
Therapeutics recorded inventory reserves with respect to an aggregate of eight batches of ZYFLO CR that could not
be released into Critical Therapeutics commercial supply chain because they did not meet Critical Therapeutics
product release specifications. In conjunction with Critical Therapeutics three third-party manufacturers for zileuton
API, tablet cores and coating and release, Critical Therapeutics has initiated an investigation to determine the cause of
this issue, but the investigation is ongoing and is not yet complete. Critical Therapeutics has incurred and expects to
continue to incur significant costs in connection with its investigation. To date, the investigation has not identified a
clear source of the issue. In August and September 2008, Critical Therapeutics released and made available for
shipment to wholesale distributors an aggregate of six batches of finished ZYFLO CR tablets that met its product
release specifications. Critical Therapeutics is currently unable to accurately assess the timing and quantity of future
batches of ZYFLO CR, if any, that may be released for commercial supply. If not corrected, the ongoing supply chain
difficulties could prevent Critical Therapeutics from supplying any further product to its wholesale distributors. Based
on its current level of sales and the release of the six batches of ZYFLO CR in August and September 2008, Critical
Therapeutics estimates that wholesale distributors and retail pharmacies will have a sufficient inventory of ZYFLO
CR to continue to provide product to patients through the fourth quarter of 2008.

If Critical Therapeutics investigation regarding its supply chain requires changes to its manufacturing processes or
materials in order to be able to supply sufficient levels of ZYFLO CR to satisfy its commercial needs, the costs to
manufacture ZYFLO CR may be significantly higher than Critical Therapeutics had anticipated. As of June 30, 2008,
Critical Therapeutics has expensed $2.5 million relating to the aggregate of nine batches of ZYFLO CR that failed to
meet product release specifications and the seven batches of ZYFLO CR that were on quality assurance hold and that
could not complete manufacturing within the NDA-specified manufacturing timelines. In addition, Critical
Therapeutics expects to incur other significant costs in connection with its investigation. If Critical Therapeutics is not
able to supply ZYFLO CR at a commercially acceptable cost and level, Critical Therapeutics could experience cash
flow difficulties and additional financial losses. Depending on the outcome of the investigation, Critical Therapeutics
may not be able to obtain reimbursement from any of its third-party manufacturers for existing or additional batches
of ZYFLO CR that do not meet Critical Therapeutics product release specifications.
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In April 2008, Critical Therapeutics began to reinitiate manufacture of ZYFLO in order to have a supply of ZYFLO
available to reinitiate marketing and supply of ZYFLO to the market given the supply chain issues being experienced
for ZYFLO CR. In September 2008, Critical Therapeutics resumed distribution of ZYFLO to help manage the
potential impact to patients of supply chain issues for ZYFLO CR. However, reintroducing ZYFLO could be
confusing for physicians and patients, and possibly third party wholesalers and retailers. As a result of this potential
confusion relating to the reintroduction of ZYFLO to the market and ZYFLO s less convenient four times daily dosing
regimen, Critical Therapeutics sales of ZYFLO will likely not meet either the level of sales of ZYFLO CR since its
market launch in September 2007 or the historical level of sales of ZYFLO prior to the market launch of ZYFLO CR.

Under the merger agreement, it is a condition to Cornerstone s obligation to consummate the merger that either
ZYFLO CR or ZYFLO must be available and ready for purchase by third party wholesalers or retailers during the
period prior to the closing of the merger, other than during any period not exceeding 30 consecutive days. If the
proposed merger with Cornerstone is not consummated, Critical Therapeutics would be subject to all of the additional
risks described above under Risks Related to the Merger .

Any failure to manage and maintain Critical Therapeutics distribution network could compromise sales of
ZYFLO CR and ZYFLO and harm Critical Therapeutics business.

Critical Therapeutics relies on third parties to distribute ZYFLO CR and ZYFLO to pharmacies. Critical Therapeutics
has contracted with ICS, a third-party logistics company, to warehouse and distribute ZYFLO CR and ZYFLO to
three primary wholesalers, AmerisourceBergen Corporation, Cardinal Health and McKesson Corporation, and a
number of smaller wholesalers. ICS is Critical Therapeutics exclusive supplier of commercial distribution logistics
services. The wholesalers in turn distribute to chain and independent pharmacies. Sales to AmerisourceBergen
Corporation, Cardinal Health and McKesson Corporation collectively accounted for at least 95% of Critical
Therapeutics annual billings for ZYFLO CR and ZYFLO during 2007. The loss of any of these wholesaler customers
accounts or a material reduction in their purchases could harm Critical Therapeutics business, financial condition and
results of operations.

Critical Therapeutics relies on Phoenix Marketing Group LLC, or Phoenix, to distribute product samples to Critical
Therapeutics sales representatives, who in turn distribute samples to physicians and other pre