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PROSPECTUS SUPPLEMENT

AASTROM

10,000,000 Shares of Common Stock
Warrants to Purchase up to 10,000,000 Shares of Common Stock

Pursuant to this prospectus supplement and the accompanying prospectus, we are offering up to 10,000,000 shares of our common stock, no
par value per share, and warrants to purchase up to 10,000,000 shares of our common stock. The common stock and warrants will be sold in
units, with each unit consisting of one share of common stock and one warrant, with each warrant exercisable to purchase one share of
common stock at an initial exercise price of $3.22 per share of common stock. Each warrant will be exercisable at any time on or after the date
of issuance and will expire five years from the date of issuance. Each unit will be sold to investors in this offering at a negotiated price of $2.25
per unit. Units will not be issued or certificated. The shares of common stock and warrants will be issued separately but can only be purchased
together in this offering. We refer to the shares of common stock issued in this offering and the warrants to purchase common stock issued in
this offering, collectively as the securities. The shares of common stock issuable from time to time upon exercise of the warrants are also being
offered pursuant to this prospectus supplement and the accompanying prospectus.

Our common stock is listed on the Nasdaq Capital Market under the symbol “ASTM.” On December 9, 2010, the last reported sale price of our
common stock on the Nasdaq Capital Market was $3.07 per share. There is no established public trading market for the warrants, and we do
not expect a market to develop. In addition, we do not intend to apply for listing of the warrants on any national securities exchange.

Investing in our securities involves a high degree of risk. See “Risk Factors” beginning on page S-5.

Per Unit Total
Public offering price $2.250000 $22,500,000
Underwriting discounts and commissions $0.136125 $ 1,361,250
Proceeds, before expenses, to us $2.113875 $21,138,750

Delivery of the securities offered hereby is expected to be made on or about December 15, 2010.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these securities or
passed upon the adequacy or accuracy of this prospectus supplement or the accompanying prospectus. Any representation to the contrary is
a criminal offense.

Stifel Nicolaus Weisel
Sole Book-Running Manager

Needham & Company, LL.C
Roth Capital Partners

The date of this prospectus supplement is December 10, 2010
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You should rely only on the information contained in, or incorporated by reference into, this prospectus supplement and contained in, or incorporated by
reference into, the accompanying prospectus or any free writing prospectus, as modified and superseded pursuant to Rule 412 under the Securities Act of 1933,
as amended, or the Securities Act. We have not, and the underwriters have not, authorized anyone to provide you with different information. No dealer,
salesperson or other person is authorized to give any information or to represent anything not contained in this prospectus supplement and the accompanying
prospectus. You should not rely on any unauthorized information or representation. This prospectus supplement is an offer to sell only the securities being
offered hereby and only under circumstances and in jurisdictions where it is lawful to do so. You should assume that the information in this prospectus
supplement, the accompanying prospectus and any free writing prospectus is accurate only as of the date on the front of the applicable document and that any
information we have incorporated by reference is accurate only as of the date of the document incorporated by reference, regardless of the time of delivery of

this prospectus supplement, the accompanying prospectus or any free writing prospectus, or any sale of a security.
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ABOUT THIS PROSPECTUS SUPPLEMENT

This document is in two parts. The first part is the prospectus supplement, including the documents incorporated by reference, which describes the specific
terms of this offering. The second part, the accompanying prospectus, including the documents incorporated by reference, provides more general information.
Generally, when we refer to “this prospectus,” we are referring to both parts of this document combined. We urge you to carefully read this prospectus
supplement and the accompanying prospectus, and the documents incorporated herein and therein, before buying any of the securities being offered under this
prospectus supplement. This prospectus supplement may add, update or change information contained in the accompanying prospectus. If the information varies
between this prospectus supplement and the accompanying prospectus, you should rely on the information contained in this prospectus supplement; provided
that if any statement in one of these documents is inconsistent with a statement in another document having a later date — for example, a document incorporated
by reference in the accompanying prospectus — the statement in the document having the later date modifies or supersedes the earlier statement in accordance
with Rule 412 under the Securities Act.

Market data and industry statistics used throughout this prospectus supplement, the accompanying prospectus and the documents incorporated by reference
herein and therein are based on independent industry publications, reports by market research firms and other published independent sources. Although we
believe these sources are credible, we have not independently verified the data or information obtained from these sources. Accordingly, investors should not
place undue reliance on this information. By including such market data and information, we do not undertake a duty to update or provide that data in the future.

When used in this prospectus supplement and the accompanying prospectus, the terms “Aastrom,” “we,” “our” and “us” refer to Aastrom Biosciences, Inc., a
Michigan corporation, and its subsidiaries, unless otherwise specified or unless the context requires otherwise.

This prospectus supplement, the accompanying prospectus and the information incorporated herein and therein by reference may include trademarks, service
marks and trade names owned by us or other companies. All trademarks, service marks and trade names included or incorporated by reference into this
prospectus supplement, the accompanying prospectus or any related free writing prospectus are the property of their respective owners.

NOTE REGARDING FORWARD-LOOKING STATEMENTS

This prospectus supplement, the accompanying prospectus and the documents incorporated by reference into these documents contain forward-looking
statements within the meaning of Section 27A of the Securities Act and Section 21E of the Securities Exchange Act of 1934, as amended, or the Exchange Act.
Forward-looking statements deal with our current plans, intentions, beliefs and expectations and statements of future economic performance. Statements
containing terms such as “believe,” “do not believe,” “plan,” “expect,” “intend,” “estimate,” “anticipate” and other phrases of similar meaning are considered to
contain uncertainty and are forward-looking statements. In addition, from time to time we or our representatives have made or will make forward-looking
statements orally or in writing. Furthermore, such forward-looking statements may be included in various filings that we make with the Securities and Exchange
Commission, or the SEC, or press releases or oral statements made by or with the approval of one of our authorized executive officers. These forward-looking
statements are subject to certain known and unknown risks and uncertainties, as well as assumptions that could cause actual results to differ materially from
those reflected in these forward-looking statements. Factors that might cause actual results to differ include, but are not limited to, those set forth under “Risk
Factors,” in our most recent Annual Report on Form 10-K and in our future filings made with the SEC. Readers are cautioned not to place undue reliance on any
forward-looking statements contained herein, which reflect management’s opinions only as of the date hereof. Except as required by law, Aastrom undertakes no
obligation to revise or publicly release the results of any revisions to any forward-looking statements. You are advised, however, to consult any additional
disclosures we have made or will make in our reports to the SEC on Forms 10-K, 10-Q and 8-K. All subsequent written and oral forward-looking statements
attributable to us or persons acting on our behalf are expressly qualified in their entirety by the cautionary statements contained in this prospectus supplement
and the accompanying prospectus.
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PROSPECTUS SUPPLEMENT SUMMARY

This summary highlights certain information about us, this offering and information appearing elsewhere in this prospectus supplement, in the accompanying
prospectus and in the documents we incorporate by reference. This summary is not complete and does not contain all of the information that you should considei
before investing in our securities. You should read this entire prospectus supplement and the accompanying prospectus carefully, including the information
referred to under the heading “Risk Factors™ in this prospectus supplement, and the financial statements and other information incorporated by reference in this
prospectus supplement and the accompanying prospectus, when making an investment decision.

Aastrom Biosciences, Inc.
Business

We are a regenerative medicine company focused on the development of innovative cell therapies to repair or regenerate damaged or diseased tissues. We are
currently focused on developing autologous cell therapies for the treatment of severe, chronic cardiovascular diseases. Using our proprietary technology, we are
able to expand the number of stem and early progenitor cells from a small amount of bone marrow (approximately 50 ml) collected from the patient. Preclinical
and interim clinical data suggest that our cell therapy is effective in treating patients with critical limb ischemia, or CLI, and other severe, chronic cardiovascular
diseases, such as dilated cardiomyopathy, or DCM. Nearly 200 patients have been treated in recent clinical trials using our current cell therapy (over 400 patients
have been treated since our inception) with no treatment-related adverse events.

Our technology is an autologous, expanded cellular therapy developed using our proprietary, automated cell processing system, which utilizes “single-pass
perfusion” to produce human cell products for clinical use. Single-pass perfusion is our patented manufacturing technology for growing large numbers of human
cells. The production of our cell therapy products is done under current Good Manufacturing Practices, or cGMP, and current Good Tissue Practices, or cGTP,
guidelines required by the U.S. Food and Drug Administration, or FDA. Our therapies begin with a small amount of the patient’s own bone marrow to produce
large numbers of stem and early progenitor cells, many times more than what is found in the patient’s bone marrow. Our proprietary mixture of cell types may be
capable of developing into cardiovascular and other tissues as well as stimulating a patient’s own existing repair mechanisms.

Our cellular therapies have several features that we believe are critical for success in treating patients with severe, chronic cardiovascular diseases:

Safe — our bone-marrow derived and expanded autologous cellular therapy leverages decades of scientific and medical experience, as bone marrow and bone
marrow-like therapies have been used safely and efficaciously in medicine for decades.

Autologous — we start with the patient’s own cells, which are accepted by the patient’s immune system allowing the cells to differentiate and integrate into
existing functional tissues, and may provide long-term engraftment and repair.

Expanded — we begin with a small amount of bone marrow from a patient (approximately 50 ml) and significantly expand the number of stem and progenitor
cells to more than are present in the patient’s own bone marrow.

A mixed population of cells — we believe our proprietary mixture of cell populations contains the cell types required for tissue regeneration, which are also
found in natural bone marrow, though in smaller quantities.

Minimally invasive — our procedure for taking bone marrow, or an aspirate, can be performed in an out-patient setting and takes approximately 15 minutes. Fo
diseases such as CLI, the administration of our therapy can be performed in an out-patient setting in a short procedure. We are also pursuing a minimally
invasive approach to cell delivery in diseases such as DCM.
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Our cell therapies are produced at our cell manufacturing facility in the United States, located at our headquarters in Ann Arbor, Michigan.

Our clinical development programs are focused on advancing therapies for unmet medical needs in cardiovascular diseases. Our CLI program is currently in
phase 2b clinical development, and we expect it to advance to Phase 3 development in 2011. Our DCM program is in early Phase 2 clinical development and is
focused on achieving proof of concept in this indication.

Results to date in our clinical trials may not be indicative of results obtained from subsequent patients enrolled in those trials or from future clinical trials.
Further, our future clinical trials may not be successful or we may not be able to obtain the required Biologic License Application, or BLA, approval to
commercialize our products in the United States in a timely fashion, or at all.

Critical Limb Ischemia

CLI is the most serious and advanced stage of peripheral arterial disease, or PAD. PAD is a chronic disease that progressively restricts blood flow in the limbs
and can lead to serious medical complications. This disease is often associated with other clinical conditions including hypertension, cardiovascular disease,
hyperlipidemia, diabetes, obesity and stroke. CLI is used to describe patients with the most severe forms of PAD: those with chronic ischemia-induced pain
(even at rest), ulcers, tissue loss or gangrene in the limbs, often leading to amputation and death. CLI leads to more than 160,000 amputations per year. The one-
year and four-year mortality rates for no-option CLI patients that progress to amputation are approximately 25% and 80%, respectively. Our technology has
shown significant promise in the treatment of CLI.

In June 2010, we reported results from the planned interim analysis of our multi-center, randomized, double-blind, placebo controlled U.S. Phase 2b
RESTORE-CLI clinical trial. This clinical trial is designed to evaluate the safety and efficacy of our therapy in the treatment of patients with CLI. It is the larges
multi-center, randomized, double-blind, placebo-controlled cellular therapy study ever conducted in CLI patients. We completed enrollment of this trial in
February 2010 with a total of 86 patients at 18 sites across the United States. These patients are being followed for a period of 12 months following treatment. In
addition to assessing the safety of our product, efficacy endpoints include amputation-free survival, time to first occurrence of treatment failure (defined as majo:
amputation, all-cause mortality, doubling in wound size and de novo gangrene), major amputation rates, level of amputation, complete wound healing, patient
quality of life, and pain scores.

Results from the RESTORE-CLI interim analysis were presented at the Society of Vascular Surgery Meeting in June 2010. The results included the finding
that amputation-free survival — defined as time to major amputation or death — was statistically significant in favor of our therapy (p=0.038). Additionally,
statistical analysis revealed a significant increase in time to treatment failure (e.g., major amputation, doubling in wound size de novo gangrene, or death) (log-
rank test, p=0.0053). Other endpoints measured (e.g., major amputation rate, complete wound healing, change in Wagner wound scale) showed encouraging
trends, but had not reached statistical significance at the interim analysis. The primary purpose of the interim analysis was to assess performance of our therapy
and, if positive, to help plan the Phase 3 program. Discussions held with the FDA in June 2010 confirmed the appropriateness of using amputation-free survival
as the primary endpoint for the Phase 3 program. The last patient enrolled in this trial was treated in March 2010.

Six-month data from the RESTORE-CLI interim analysis were presented in a VEITHsymposium™ non-CME satellite session on November 18, 2010. The
interim analysis of all patients enrolled in the trial shows that the study achieved both its primary safety endpoint and primary efficacy endpoint of time to first
occurrence of treatment failure. The findings related to time to first occurrence of treatment failure were statistically significant (p=0.0132). Further analyses
show a clinically meaningful reduction of 56% in treatment failure events. Analysis of the data for amputation-free survival, a secondary measure which the
study was not powered to demonstrate, showed a clinically meaningful reduction in event rates of 24%, but did not show statistical significance (p=0.5541).

We continue to make progress towards the Phase 3 clinical development program in CLI. In October 2010, we announced that the FDA had granted fast track
designation for the use of our cellular therapy for the CLI indication. The fast track program is designed to facilitate the development and expedite the review of
new drugs and biologics
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intended to treat serious or life-threatening conditions that demonstrate the potential to address unmet medical needs. At the June 2010 FDA meeting, Aastrom
was encouraged to use the Special Protocol Assessment, or SPA, process for the Phase 3 program. The SPA requests for supporting the Phase 3 program were
submitted in October 2010.

Dilated Cardiomyopathy

In February 2007, the FDA granted Orphan Drug Designation to our investigational therapy for the treatment of DCM. DCM is a severe, chronic
cardiovascular disease that leads to enlargement of the heart, reducing the pumping function of the heart to the point that blood circulation is impaired. Patients
with DCM typically present with symptoms of congestive heart failure, including limitations in physical activity and shortness of breath. There are two types of
DCM: ischemic and non-ischemic. Ischemic DCM, the most common form, is associated with atherosclerotic cardiovascular disease. Among other causes, non-
ischemic DCM can be triggered by toxin exposure, virus or genetic diseases. Patient prognosis depends on the stage of the disease but is typically characterized
by a high mortality rate. Other than heart transplantation or ventricular assist devices, there are currently no effective treatment options for end-stage patients
with this disease. According to the book, Heart Failure: A Combined Medical and Surgical Approach (2007), DCM affects 200,000-400,000 patients in the
United States alone.

Our DCM development program is currently in Phase 2 and we have two ongoing U.S. Phase 2 trials investigating surgical and catheter-based delivery for
our product in the treatment of DCM.

In May 2008, the FDA activated our investigational new drug application, or IND, for surgical delivery of our therapy. The 40-patient U.S. IMPACT-DCM
clinical trial began with the treatment of the first patient in November 2008. This multi-center, randomized, controlled, prospective, open-label, Phase 2 study
was designed to include 20 patients with ischemic DCM and 20 patients with non-ischemic DCM. We completed enrollment of the 40 patients in the IMPACT-
DCM clinical trial in January 2010 and the final patient was treated in March 2010. We expect to report interim results of all patients who have completed six
months of follow-up during fiscal year 2011.

Participants in the IMPACT-DCM clinical trial were required to have New York Heart Association, or NYHA, functional class III or IV heart failure, a left
ventricular ejection fraction, or LVEF, of less than or equal to 30% (60-75% is typical for a healthy person), and meet other eligibility criteria, including
optimized medical therapy. Patients were randomized in an approximate 3:1 ratio of treatment to control group. Patients in the treatment group received our
therapy through direct injection into the heart muscle during minimally invasive-surgery (involving a chest incision of approximately 2 inches). The primary
objective of this study is to assess the safety of our therapy in patients with DCM. Efficacy measures include cardiac dimensions and tissue mass, cardiac
function (e.g. cardiac output, LVEF, cardiopulmonary exercise testing parameters), cardiac perfusion and viability, as well as other efficacy endpoints. NYHA
functional class and quality of life are also assessed. Patients will be followed for 12 months post-treatment.

In November 2009, the FDA activated our second IND to allow for the evaluation of our therapy delivered by a percutaneous catheter as opposed to
surgically. The Catheter-DCM clinical trial is designed to explore catheter-based delivery of our therapy to treat DCM patients. This multi-center, randomized,
controlled, prospective, open-label, Phase 2 study will enroll up to 12 patients with ischemic DCM and 12 patients with non-ischemic DCM at clinical sites
across the United States. Participants must meet the same criteria above for the IMPACT-DCM surgical trial. The first patient was enrolled into the trial in
April 2010 and enrollment is progressing. As of November 30, 2010, 20 patients had been enrolled in the study and we expect to conclude enrollment by the end
of 2010.

Corporate Information

Aastrom was incorporated in 1989 under the laws of the State of Michigan. Our principal executive offices are located at Domino’s Farm, Lobby K, 24 Frank
Lloyd Wright Drive, Ann Arbor, Michigan 48105 and our mailing address is 24 Frank Lloyd Wright Drive, P.O. Box 376, Ann Arbor, Michigan 48106. Our
telephone number is (734) 930-5555. The address of our website is www.aastrom.com. Information contained on or accessible through our website is not part of
this prospectus supplement or the accompanying prospectus.

S-3




Table of Contents

Securities offered by us in this offering

Shares of common stock to be outstanding
immediately after this offering

Use of proceeds

Markets for common stock and warrants

Risk factors

excludes:

price of $2.54 per share;

The Offering

10,000,000 units, with each unit consisting of one share of common stock and one warrant, with each
warrant exercisable to purchase one share of common stock. This prospectus supplement also relates to
the offering of the shares of common stock issuable upon exercise of the warrants. Each warrant will be
exercisable at any time on or after the date of issuance until the fifth anniversary of the issuance of the
warrants at an exercise price of $3.22 per share of common stock. This prospectus supplement also
relates to the offering of the shares of common stock issuable upon exercise of the warrants. For
additional information regarding the warrants, see “Description of Securities We are Offering —
Warrants” below.

38,613,662 shares (assumes none of the warrants issued in the offering are exercised)

We intend to use the net proceeds from this offering for general corporate purposes, including research
and development expenses such as expenses related to our Phase 3 CLI program, capital expenditures,
working capital and general administrative expenses. See “Use of Proceeds” on page S-15 of this
prospectus supplement.

Our common stock is listed on the Nasdaq Capital Market under the symbol “ASTM”. However, there i
no established public trading market for the warrants, and we do not expect a market to develop. In
addition, we do not intend to apply to list the warrants on any national securities exchange. The warrant:
are immediately separable from the shares of our common stock being offered as part of the units.

This investment involves a high degree of risk. See “Risk Factors” beginning on page S-5 of this
prospectus supplement.

The number of shares of our common stock that will be outstanding immediately after this offering as shown above is based on 28,613,662 shares outstanding
as of December 8, 2010. The number of shares outstanding as of December 8, 2010, as used throughout this prospectus supplement, unless otherwise indicated,

. 4,469,995 shares of our common stock issuable upon the exercise of stock options outstanding as of December 8, 2010 at a weighted average exercise

. an aggregate of 202,218 additional shares of common stock reserved for future issuance under our equity incentive plans as of December 8, 2010;

. warrants outstanding as of December 8, 2010 to purchase an aggregate of 5,266,110 shares of common stock at exercise prices ranging from $2.97 to
$12.72 per share and expiration dates ranging from April 17, 2013 to July 21, 2015. The exercise price of $2.97 per share on the 4,525,978 Class A
warrants expiring on July 15, 2015 is subject to adjustment based on the terms in the Class A warrant agreement; and

. up to 10,000,000 shares of our common stock issuable upon the exercise of warrants to be issued in this offering (assuming all units offered in this
offering are sold), at an exercise price of $3.22 per share.

Unless otherwise stated, all information contained in this prospectus supplement reflects the public offering price of $2.25 per unit.
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RISK FACTORS

An investment in our securities involves a substantial risk of loss. You should carefully consider these risk factors, together with all of the other information
included or incorporated by reference in this prospectus supplement and the accompanying prospectus, as modified and superseded pursuant to Rule 412 under
the Securities Act, before you decide to invest in our securities. The occurrence of any of the following risks could harm our business. In that case, the trading
price of our common stock could decline, and you may lose all or part of your investment. Additional risks and uncertainties not presently known to us or that we
currently deem immaterial may also impair our operations. You should also refer to the other information contained in this prospectus supplement and the
accompanying prospectus or incorporated by reference herein and therein, including our financial statements and the notes to those statements and the
information set forth under the heading “Note Regarding Forward-Looking Statements.”

Risks Related to this Offering
We will have broad discretion in how we use the proceeds, and we may use the proceeds in ways in which you and other shareholders may disagree.

We intend to use the net proceeds from this offering for general corporate purposes. Our management will have broad discretion in the application of the
proceeds from this offering and could spend the proceeds in ways that do not necessarily improve our operating results or enhance the value of our common
stock.

Investors in this offering will suffer immediate and substantial dilution in the net tangible book value per share of our common stock.

Because the price per unit in this offering is substantially higher than the net tangible book value per share of common stock, investors in this offering will
suffer immediate and substantial dilution in the net tangible book value per share of our common stock. Based on the offering price of $2.25 per unit, if you
purchase securities in this offering, you will suffer immediate and substantial dilution of approximately $1.53 per share in the net tangible book value of our
common stock. See “Dilution” on page S-16 for a more detailed discussion of the dilution you will incur in connection with this offering.

There is no public market for the warrants to purchase common stock in this offering.

There is no established public trading market for the warrants being offered in this offering, and we do not expect a market to develop. In addition, we do not
intend to apply for listing the warrants on any national securities exchange or other trading market. Without an active market, the liquidity of the warrants will be
limited.

The exercise of our outstanding options and warrants will dilute shareholders and could decrease our stock price.

The existence of our outstanding options and warrants, including any warrants to be issued pursuant to this offering, may adversely affect our stock price due
to sales of a large number of shares or the perception that such sales could occur. These factors also could make it more difficult to raise funds through future
offerings of common stock or warrants, and could adversely impact the terms under which we could obtain additional equity capital. Exercise of outstanding
options and warrants, or any future issuance of additional shares of common stock or other equity securities, including but not limited to options, warrants or
other derivative securities convertible into our common stock, may result in significant dilution to our shareholders and may decrease our stock price.
Additionally, due to certain price based anti-dilution provisions contained in our January 2010 warrants and the public offering price of $2.25 per unit, the
exercise price of those January 2010 warrants will be adjusted downward upon the completion of the offering of the units offered by this prospectus supplement.
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Risks Related to our Business
Our past losses and expected future losses cast doubt on our ability to operate profitably.

We were incorporated in 1989 and have experienced substantial operating losses since inception. As of September 30, 2010, we have incurred a cumulative
net loss totaling approximately $218,417,000, and we have continued to incur losses since that date. These losses have resulted principally from costs incurred in
the research and development (including clinical trials) of our cell culture technologies and our cell manufacturing system, general and administrative expenses,
and the prosecution of patent applications. We expect to continue to incur significant operating losses over the next several years and at least until, and probably
after, product sales increase, primarily owing to our research and development programs, including preclinical studies and clinical trials, and the establishment of
marketing and distribution capabilities necessary to support commercialization efforts for our products. We cannot predict with any certainty the amount of
future losses. Our ability to achieve profitability will depend, among other things, on successfully completing the development of our product candidates, timely
initiation and completion of clinical trials, obtaining regulatory approvals, establishing manufacturing, sales and marketing arrangements with third parties,
maintaining supplies of key manufacturing components, acquisition and development of complementary activities and raising sufficient cash to fund our
operating activities. Therefore, we may not be able to achieve or sustain profitability.

We may not be able to raise the required capital to conduct our operations and develop and commercialize our products.

Despite the proceeds we will receive in connection with this offering, we will require substantial additional capital resources in order to conduct our
operations, complete our product development programs, complete our clinical trials needed to market our products (including a Phase 3 clinical trial for CLI),
and commercialize these products and cell manufacturing facilities. In order to grow and expand our business, to introduce our new product candidates into the
marketplace and to acquire or develop complementary business activities, we will need to raise a significant amount of additional funds. We will also need
significant additional funds or a collaborative partner, or both, to finance the research and development activities of our cell product candidates for additional
indications. Accordingly, we are continuing to pursue additional sources of financing.

Our future capital requirements will depend upon many factors, including:

. continued scientific progress in our research, clinical and development programs;

. costs and timing of conducting clinical trials and seeking regulatory approvals;

. competing technological and market developments;

. avoiding infringement and misappropriation of third-party intellectual property;

. obtaining valid and enforceable patents that give us a competitive advantage;

. our ability to establish additional collaborative relationships;

. the effect of commercialization activities and facility expansions, if and as required; and
. complementary business acquisition or development opportunities.

We recently terminated the common stock purchase agreement with Fusion Capital Fund II dated as of June 12, 2009. As a result, we no longer have access to
the potential funding from Fusion Capital under that agreement. However, we believe that, after receipt of the estimated net proceeds from this offering of
approximately $20.5 million, combined with our existing cash and cash equivalents, we will have adequate liquidity to finance our operations, including
development of our products and product candidates, through at least December 31, 2011. In the event this financing is not consummated, and absent receipt of
other proceeds, we believe we will have adequate liquidity to finance our operations through at least June 30, 2011. While our budgeted cash usage and
operating plan through June 30, 2011
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does not currently contemplate taking additional actions to reduce the use of cash over that period, we could, if necessary, delay or forego certain budgeted
discretionary expenditures such as anticipated hiring plans or certain non-critical research and development expenditures, as well as slow down or delay certain
clinical trial activity (without jeopardizing our pursuit of a Phase 3 clinical trial for CLI) such that we believe that we will have sufficient cash on hand through
at least June 30, 2011 without the proceeds received from this offering.

Notwithstanding the proceeds we will receive in this offering, we will need to raise additional funds in order to complete our product development programs,
complete clinical trials needed to market our products (including clinical trials for our CLI and DCM programs), and commercialize these products. Because of
our long-term funding requirements, we intend to try to access the public or private equity markets if conditions are favorable to complete a financing, even if we
do not have an immediate need for additional capital at that time, or whenever we require additional operating capital. In addition, we may seek collaborative
relationships, incur debt and access other available funding sources. This additional funding may not be available to us on reasonable terms, or at all. Some of
the factors that will impact our ability to raise additional capital and our overall success include:

. the rate and degree of progress for our product development;

. the rate of regulatory approval to proceed with clinical trial programs;

. the level of success achieved in clinical trials;

. the requirements for marketing authorization from regulatory bodies in the United States and other countries;
. the liquidity and market volatility of our equity securities; and

. regulatory and manufacturing requirements and uncertainties, technological developments by competitors.

If adequate funds are not available in the future, we may not be able to develop or enhance our products, take advantage of future opportunities, or respond to
competitive pressures or unanticipated requirements and we may be required to further delay or terminate research and development programs, curtail capital
expenditures, and reduce business development and other operating activities. Should the financing we require to sustain our working capital needs be
unavailable or prohibitively expensive when we require it, the consequences could have a material adverse effect on our business, operating results, financial
condition and prospects.

Failure to obtain and maintain required regulatory approvals would severely limit our ability to sell our products.

We must obtain the approval of the FDA before commercial sales of our cell product candidates may commence in the United States, which we believe will
ultimately be the largest market for our products. We will also be required to obtain additional approvals from various foreign regulatory authorities to initiate
sales activities of cell products in those jurisdictions. If we cannot demonstrate the safety, purity and potency of our cell product candidates produced in our
production system, we may not be able to obtain required regulatory approvals. If we cannot demonstrate the safety, purity and potency of our product
candidates produced in our production system, the FDA or other regulatory authorities could delay or withhold regulatory approval of our product candidates.

Finally, even if we obtain regulatory approval of a product, that approval may be subject to limitations on the indicated uses for which it may be marketed.
Even after granting regulatory approval, the FDA and regulatory agencies in other countries continue to review and inspect marketed products, manufacturers
and manufacturing facilities, which may create additional regulatory burdens. Later discovery of previously unknown problems with a product, manufacturer or
facility may result in restrictions on the product or manufacturer, including a withdrawal of the product from the market. Further, regulatory agencies may
establish additional regulations that could prevent or delay regulatory approval of our products.
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If we cannot attract and retain key personnel, our business may suffer.

Our success depends in large part upon our ability to attract and retain highly qualified scientific and management personnel. We face competition for such
personnel from other companies, research and academic institutions and other entities. Further, in an effort to conserve financial resources, we have implemented
reductions in our work force on three previous occasions, most recently in fiscal 2008. As a result of these and other factors, we may not be successful in hiring
or retaining key personnel. Our inability to replace any key employee could harm our operations.

Our product development programs are based on novel technologies and are inherently risky.

We are subject to the risks of failure inherent in the development of products based on new technologies. The novel nature of our therapeutics creates
significant challenges in regard to product development and optimization, manufacturing, government regulation, third party reimbursement and market
acceptance. For example, the FDA has relatively limited experience in approving cellular therapies for commercialization. As a result, the development and
commercialization pathway for our therapies may be subject to increased uncertainty, as compared to the pathway for new conventional drugs.

Any changes in the governmental regulatory classifications of our products could prevent, limit or delay our ability to market or develop our products.

The FDA establishes regulatory requirements based on the classification of a product. Because our product development programs are designed to satisfy the
standards applicable to biological licensure for our cellular products, any change in the regulatory classification or designation would affect our ability to obtain
FDA approval of our products. Each of these cell products is, under current regulations, regulated as a biologic, which requires a BLA.

Our inability to complete our product development activities successfully would severely limit our ability to operate or finance operations.

In order to commercialize our cell product candidates in the United States, we must complete substantial clinical trials and obtain sufficient safety, purity and
potency results to support required registration approval and market acceptance of our cell product candidates. We may not be able to successfully complete the
development of our product candidates, or successfully market our technologies or product candidates. We, and any of our potential collaborators, may encounter
problems and delays relating to research and development, regulatory approval and intellectual property rights of our technologies and product candidates. Our
research and development programs may not be successful, and our cell culture technologies and product candidates may not facilitate the production of cells
outside the human body with the expected results. Our technologies and cell product candidates may not prove to be safe and efficacious in clinical trials, and we
may not obtain the requisite regulatory approvals for our technologies or product candidates and the cells produced in such products. If any of these events occur,
we may not have adequate resources to continue operations for the period required to resolve any issues delaying commercialization and we may not be able to
raise capital to finance our continued operation during the period required for resolution of any such issues.

We must successfully complete our clinical trials to be able to market certain of our products.

To be able to market therapeutic cell products in the United States, we must demonstrate, through extensive preclinical studies and clinical trials, the safety
and efficacy of our processes and product candidates. If our clinical trials are not successful, our products may not be marketable. The results of early stage
clinical trials do not ensure success in later clinical trials, and interim results are not necessarily predictive of final results.

Our ability to complete our clinical trials in a timely manner depends on many factors, including the rate of patient enrollment. Patient enrollment can vary
with the size of the patient population, the proximity of suitable patients to clinical sites, perceptions of the utility of cell therapy for the treatment of certain
diseases, and the eligibility criteria for the study. For example, patients enrolling in our studies need to provide an adequate amount of bone marrow to process
and expand for injection and some patients may not be able to provide sufficient starting material despite our study inclusion and exclusion criteria designed to
prevent this. Bone marrow is an inherently variable starting material. We have experienced delays in patient accrual in our previous clinical trials. If we
experience future delays in patient enrollment, we could experience increased costs and delays associated with clinical trials, which would impair our product
development programs and our ability to market our products.
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Furthermore, the FDA monitors the progress of clinical trials and it may suspend or terminate clinical trials at any time due to patient safety or other
considerations.

Our research programs are currently directed at improving product functionality for certain clinical indications, improving product shelf life, and decreasing
the cost of manufacturing our products. These production process changes may alter the functionality of our cells and require various additional levels of
experimental and clinical testing and evaluation. Any such testing could lengthen the time before these products would be commercially available.

Even if successful clinical results are reported for a product from a completed clinical trial, this does not mean that the results will be sustained over time, or
will be sufficient for a marketable or regulatory approvable product.

We will rely on third parties to conduct some of our clinical trials, and their failure to perform their obligations in a timely or competent manner may delay
development and commercialization of our product candidates.

We may use clinical research organizations to assist in conduct of our clinical trials. There are numerous alternative sources to provide these services.
However, we may face delays outside of our control if these parties do not perform their obligations in a timely or competent fashion or if we are forced to
change service providers. Any third party that we hire to conduct clinical trials may also provide services to our competitors, which could compromise the
performance of their obligations to us. If we experience significant delays in the progress of our clinical trials, the commercial prospects for product candidates
could be harmed and our ability to generate product revenue would be delayed or prevented. In addition, we and any provider that we retain will be subject to
Good Clinical Practice, or GCP requirements. If GCP and other regulatory requirements are not adhered to by us or our third-party providers, the development
and commercialization of our product candidates could be delayed.

Failure of third parties to manufacture or supply certain components, equipment, disposable devices and other materials used in our cell manufacturing
process would impair our cell product development.

We rely solely on third parties such as Sparton Corporation (formerly Astro), Ethox International, Inc., ATEK Medical, LLC, Lonza Group and GenPore to
manufacture or supply certain of our devices/manufacturing equipment. In addition, we rely solely on third parties such as BioLife and Invitrogen to
manufacture and/or supply certain components, equipment, disposable devices and other materials used in our cell manufacturing process to develop our cell
products.

It would be difficult to obtain alternate sources of supply for many of these items on a short-term basis. If any of our key manufacturers or suppliers fails to
perform their respective obligations, or if our supply of certain components, equipment, disposable devices and other materials is limited or interrupted, it would
impair our ability to manufacture our products, which would delay our ability to conduct our clinical trials or market our product candidates on a timely and
cost-competitive basis, if at all. In addition, pursuant to our Contract Manufacturing and Supply Agreement with ATEK, we are responsible for transferring
customer supplied inventory previously held by Moll Industries to ATEK. If we fail to transfer this inventory in an efficient or timely manner, this could impact
the manufacture of the materials required for our clinical trials and adversely affect our ability to complete our clinical trials and develop and commercialize our
products.

In addition, we may not be able to continue our present arrangements with our suppliers, supplement existing relationships, establish new relationships or be
able to identify and obtain the ancillary materials that are necessary to develop our product candidates in the future. Our dependence upon third parties for the
supply and manufacture of these items could adversely affect our ability to develop and deliver commercially feasible products on a timely and competitive
basis.

Manufacturing of our cell products in centralized facilities may increase the risk that we will not have adequate quantities of our cell products for clinical
programs.

We are subject to regulatory compliance and quality assurance requirements at our production site in Ann Arbor, Michigan. This site could be subject to
ongoing, periodic, unannounced inspection by regulatory agencies to ensure strict compliance with GMP regulations and other governmental regulations. We do
not have redundant cell manufacturing sites. In the event our cell production facility is damaged or destroyed or is subject to regulatory restrictions, our clinical
trial programs and other business prospects would be adversely affected.
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Even if we obtain regulatory approvals to sell our products, lack of commercial acceptance could impair our business.

We will be seeking to obtain regulatory approvals to market our cell products for tissue repair and regeneration treatments. Even if we obtain all required
regulatory approvals, we cannot be certain that our products and processes will be accepted in the marketplace at a level that would allow us to operate
profitably. Our products may be unable to achieve commercial acceptance for a number of reasons, such as the availability of alternatives that are less expensive,
more effective, or easier to use; the perception of a low cost-benefit ratio for the product amongst physicians and hospitals; or an inadequate level of product
support from ourselves or a commercial partner. Our technologies or product candidates may not be employed in all potential applications being investigated,
and any reduction in applications would limit the market acceptance of our technologies and product candidates, and our potential revenues.

The market for our products will be heavily dependent on third party reimbursement policies.

Our ability to successfully commercialize our product candidates will depend on the extent to which government healthcare programs, such as Medicare and
Medicaid, as well as private health insurers, health maintenance organizations and other third party payors will pay for our products and related treatments.

Reimbursement by third party payors depends on a number of factors, including the payor’s determination that use of the product is safe and effective, not
experimental or investigational, medically necessary, appropriate for the specific patient and cost-effective. Reimbursement in the United States or foreign
countries may not be available or maintained for any of our product candidates. If we do not obtain approvals for adequate third party reimbursements, we may
not be able to establish or maintain price levels sufficient to realize an appropriate return on our investment in product development. Any limits on
reimbursement from third party payors may reduce the demand for, or negatively affect the price of, our products. For example, in the past, published studies
suggested that stem cell transplantation for breast cancer, which constituted a significant portion of the overall stem cell therapy market at the time, may have
limited clinical benefit. The lack of reimbursement for these procedures by insurance payors has negatively affected the marketability of our products in this
indication in the past.

Managing and reducing health care costs has been a general concern of federal and state governments in the United States and of foreign governments. In
addition, third party payors are increasingly challenging the price and cost-effectiveness of medical products and services, and many limit reimbursement for
newly approved health care products. In particular, third party payors may limit the indications for which they will reimburse patients who use any products that
we may develop. Cost control initiatives could decrease the price for products that we may develop, which would result in lower product revenues to us.

Use of animal-derived materials could harm our product development and commercialization efforts.

Some of the manufacturing materials and/or components we use in, and are critical to, implementation of our technology involve the use of animal-derived
products, including fetal bovine serum. Suppliers or regulatory changes may limit or restrict the availability of such materials for clinical and commercial use.
We currently purchase all of our fetal bovine sera from protected herds in Australia and New Zealand. These sources are considered to be the safest and raise the
least amount of concern from the global regulatory agencies. If, for example, the so-called “mad cow disease” occurs in New Zealand or in Australia, it may lead
to a restricted supply of the serum currently required for our product manufacturing processes. Any restrictions on these materials would impose a potential
competitive disadvantage for our products or prevent our ability to manufacture our cell products. The FDA has issued draft regulations for controls over bovine
materials. These proposed regulations do not appear to affect our ability to purchase the manufacturing materials we currently use. However, the FDA may issue
final regulations that could affect our operations. Our inability to develop or obtain alternative compounds would harm our product development and
commercialization efforts. There are certain limitations in the supply of certain animal-derived materials, which may lead to delays in our ability to complete
clinical trials or eventually to meet the anticipated market demand for our cell products.
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Given our limited internal manufacturing, sales, marketing and distribution capabilities, we need to develop increased internal capability or collaborative
relationships to manufacture, sell, market and distribute our products.

We have only limited internal manufacturing, sales, marketing and distribution capabilities. As market needs develop, we intend to establish and operate
commercial-scale manufacturing facilities, which will need to comply with all applicable regulatory requirements. We will also need to develop new
configurations of our cell manufacturing system for these facilities to enable processes and cost efficiencies associated with large-scale manufacturing.
Establishing these facilities will require significant capital and expertise. We may need to make such expenditures when there are significant uncertainties as to
the market opportunity. Any delay in establishing, or difficulties in operating, these facilities will limit our ability to meet the anticipated market demand for our
cell products. We intend to get assistance to market some of our future cell products through collaborative relationships with companies with established sales,
marketing and distribution capabilities. Our inability to develop and maintain those relationships would limit our ability to market, sell and distribute our
products. Our inability to enter into successful, long-term relationships could require us to develop alternate arrangements at a time when we need sales,
marketing or distribution capabilities to meet existing demand. We may market one or more of our products through our own sales force. Our inability to develop
and retain a qualified sales force could limit our ability to market, sell and distribute our cell products.

If we do not keep pace with our competitors and with technological and market changes, our products will become obsolete and our business may suffer.

The markets for our products are very competitive, subject to rapid technological changes, and vary for different candidates and processes that directly
compete with our products. Our competitors may have developed, or could in the future develop, new technologies that compete with our products or even
render our products obsolete. As an example, in the past, published studies have suggested that hematopoietic stem cell therapy use for bone marrow
transplantation, following marrow ablation due to chemotherapy, may have limited clinical benefit in the treatment of breast cancer, which was a significant
portion of the overall hematopoietic stem cell transplant market. This resulted in the practical elimination of this market for our cell-based product for this
application.

Our cell manufacturing system is designed to improve and automate the processes for producing cells used in therapeutic procedures. Even if we are able to
demonstrate improved or equivalent results, the cost or process of treatment and other factors may cause researchers and practitioners to not use our products and
we could suffer a competitive disadvantage. Finally, to the extent that others develop new technologies that address the targeted application for our products, our
business will suffer.

The current credit and financial market conditions may exacerbate certain risks affecting our business.

We rely upon third parties for certain aspects of our business, including collaboration partners, wholesale distributors, contract clinical trial providers, contract
manufacturers and third-party suppliers. Because of the recent tightening of global credit and the volatility in the financial markets, there may be a delay or
disruption in the performance or satisfaction of commitments to us by these third parties, which could adversely affect our business.

Risks Related to Intellectual Property

If our patents and proprietary rights do not provide substantial protection, then our business and competitive position will suffer.

Our success depends in large part on our ability to develop or license intellectual property rights to protect our proprietary products and technologies. This
involves complex legal, scientific, and factual questions and uncertainties. We rely upon patent, trade secret, copyright and contract laws to protect proprietary
technology and trademark law to protect brand identities. However, we cannot assure you that any patent applications filed by, assigned to, or licensed to us will
be granted, and that the scope of any of our issued or licensed patents will be
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sufficiently broad to offer meaningful protection. In addition, our issued patents or patents licensed to us could be successfully challenged, invalidated, held to be
unenforceable, or circumvented so that our patent rights would not create an effective competitive barrier. We also cannot assure you that the inventors of the
patents and applications that we own or license were the first to invent or the first to file on the inventions, or that a third party will not claim ownership in one of
our patents or patent applications. We cannot assure you that a third party does not have or will not obtain patents that dominate the patents we own or license
now or in the future. Furthermore, we rely on exclusive, world-wide licenses relating to the production of human cells granted to us by the University of
Michigan. If we materially breach such agreements or otherwise fail to materially comply with such agreements, or if such agreements expire or are otherwise
terminated by us, we may lose our rights under the patents held by the University of Michigan. At the latest, each of these licenses will terminate when the patent
underlying the license expires. The first of these underlying patents will expire on March 21, 2012. Once the patents expire, third parties may be able to practice
the inventions covered by those patents and thus compete with us.

Patent law relating to the scope of claims in the biotechnology field is evolving and our patent rights in this country and abroad are subject to this uncertainty.

We also rely on trade secrets and unpatentable know-how that we seek to protect, in part, by confidentiality agreements with our employees, consultants,
suppliers and licensees. These agreements may be breached, and we might not have adequate remedies for any breach. Our competitors may also independently
develop technologies substantially equivalent or superior to ours. If this were to occur, our business and competitive position would suffer.

Intellectual property litigation could harm our business.

Our success will also depend in part on our ability to develop commercially viable products without infringing the proprietary rights of others. Our cell
processing system and cell compositions utilizes a wide variety of technologies and we can give no assurance that we have identified or can identify all
inventions and patents that may be infringed by development and manufacture of our cell compositions. Although we have not been subject to any filed
infringement claims, patents could exist or could be filed which would prohibit or limit our ability to market our products or maintain our competitive position.
In the event of an intellectual property dispute, we may be forced to litigate. Such litigation is typically protracted and the results are unpredictable. Intellectual
property litigation would divert management’s attention from developing our products and would force us to incur substantial costs regardless of whether we are
successful. An adverse outcome could subject us to significant liabilities to third parties including treble damages and the opposing party’s attorney fees, and
force us to pay significant license fees and royalties or cease the development and sale of our products and processes.

We have hired and will continue to hire individuals who have experience in cell culture and cell based therapeutics and may have confidential trade secret or
proprietary information of third parties. We caution these individuals not to use or reveal this third-party information, but we cannot assure you that these
individuals will not use or reveal this third-party information. Thus, we could be sued for misappropriation of proprietary information and trade secrets. Such
claims are expensive to defend and could divert our attention and could result in substantial damage awards and injunctions that could have a material adverse
effect on our business, financial condition or results of operations.

We may need to initiate lawsuits to protect or enforce our patents or other proprietary rights, which would be expensive and, if unsuccessful, may cause us to
lose some of our intellectual property rights.

To protect or enforce our patent rights, it may be necessary for us to initiate patent litigation proceedings against third parties, such as infringement suits or
interference proceedings. These lawsuits would be expensive, take significant time and would divert management’s attention from other business concerns.
These lawsuits could put our patents at risk of being invalidated, held unenforceable, or interpreted narrowly, and our patent applications at risk of not being
issued. Further, these lawsuits may provoke the defendants to assert claims against us. The patent position of biotechnology firms is highly uncertain, involves
complex legal and factual questions and recently has been the subject of much litigation. We cannot assure you that we will prevail in any of such suits or
proceedings or that the damages or other remedies awarded to us, if any, will be commercially valuable.
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The government maintains certain rights in technology that we develop using government grant money and we may lose the revenues from such technology
if we do not commercialize and utilize the technology pursuant to established government guidelines.

Certain of our and our licensors’ research have been or are being funded in part by government grants. As a result of such funding, the U.S. Government has
established guidelines and has certain rights in the technology developed with the grant. These rights include a non-exclusive, fully paid-up, worldwide license
under such inventions for any governmental purpose. In addition, the U.S. Government has the right to require us to grant an exclusive license under any of such
inventions to a third party if the U.S. Government determines that: (i) adequate steps have not been taken to commercialize such inventions; (ii) such action is
necessary to meet public health or safety needs; or (iii) such action is necessary to meet requirements for public use under federal regulations. Additionally,
under the federal Bayh Dole Act, a party which acquires an exclusive license for an invention that was partially funded by a federal research grant is subject to
the following government rights: (i) products using the invention which are sold in the United States. are to be manufactured substantially in the United States,
unless a waiver is obtained; (ii) the government may force the granting of a license to a third party who will make and sell the needed product if the licensee does
not pursue reasonable commercialization of a needed product using the invention; and (iii) the U.S. Government may use the invention for its own needs. If we
fail to meet these guidelines, we would lose our exclusive rights to these products, and we would lose potential revenue derived from the sale of these products.

Potential product liability claims could affect our earnings and financial condition.

We face an inherent business risk of exposure to product liability claims in the event that the manufacture and/or use of our products during clinical trials, or
after commercialization, results in adverse events. As a result, we may incur significant product liability exposure, which could exceed existing insurance
coverage. We may not be able to maintain adequate levels of insurance at reasonable cost and/or reasonable terms. Excessive insurance costs or uninsured claims
would increase our operating loss and adversely affect our financial condition.

Risks Related to an Investment in our Common Stock
Our stock price has been volatile and future sales of substantial numbers of our shares could have an adverse dffect on the market price of our shares.

The market price of shares of our common stock has been volatile, ranging in closing price between $1.34 and $4.20 during the twelve-month period ended
December 8, 2010. The price of our common stock may continue to fluctuate in response to a number of events and factors, such as:

. clinical trial results;

. the amount of our cash resources and our ability to obtain additional funding;

. announcements of research activities, business developments, technological innovations or new products by us or our competitors;
. entering into or terminating strategic relationships;

. changes in government regulation;

. disputes concerning patents or proprietary rights;

. changes in our revenues or expense levels;

. public concern regarding the safety, efficacy or other aspects of the products or methodologies we are developing;

. news or reports from other stem cell, cell therapy or regenerative medicine companies;
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. reports by securities analysts;
. status of the investment markets; and
. concerns related to management transitions.

Any of these events may cause the price of our shares to fall, which may adversely affect our business and financing opportunities. In addition, the stock
market in general and the market prices for biotechnology companies in particular have experienced significant volatility recently that often has been unrelated
to the operating performance or financial conditions of such companies. These broad market and industry fluctuations may adversely affect the trading price of
our stock, regardless of our operating performance or prospects.

The sale of our common stock through future equity offerings may cause dilution and could cause the price of our common stock to decline.

We have registered $75,000,000 of securities for public sale pursuant to our registration statement on Form S-3 filed in November 2010. We are offering
10,000,000 shares of common stock and warrants to purchase up to 10,000,000 shares of common stock under such registration statement and pursuant to this
prospectus supplement. We are entitled under our amended and restated articles of incorporation to issue up to 62,500,000 shares of common stock, no par value
per share, and 5,000,000 shares of preferred stock, no par value per share. As of the date of this prospectus supplement, we had issued and outstanding
28,613,662 shares of common stock, 9,736,105 shares of common stock reserved for issuance upon the exercise of current outstanding options and warrants, and
202,218 shares of common stock reserved for issuance of additional grants under our 2009 Omnibus Incentive Plan. Accordingly, we will be able to issue up to
3,948,015 additional shares of common stock and 5,000,000 shares of preferred stock after the completion of this offering (assuming all units offered in this
offering are sold and assuming all 10,000,000 shares of common stock that are issuable upon the exercise of the warrants sold in this offering are issued). Sales
of our common stock and warrants to purchase our common stock in this offering will result in dilution to our shareholders—see “Dilution” on page S-16 for
additional information. Sales of our common stock offered through future equity offerings may also result in substantial dilution to the interests of other holders
of our common stock. The sale of a substantial number of shares of our common stock to potential investors, or anticipation of such sales, could make it more
difficult for us to sell equity or equity-related securities in the future at a time and at a price that we might otherwise wish to effect sales.

Our corporate documents and Michigan law contain provisions that may make it more difficult for us to be acquired.

Our Board of Directors has the authority, without shareholder approval, to issue additional shares of preferred stock and to fix the rights, preferences,
privileges and restrictions of these shares without any further vote or action by our shareholders. Michigan law contains a provision that makes it more difficult
for a 10% shareholder, or its officers, to acquire a company. This authority, together with certain provisions of our charter documents, may have the effect of
making it more difficult for a third party to acquire, or of discouraging a third party from attempting to acquire, control of our company. This effect could occur
even if our shareholders consider the change in control to be in their best interest.
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USE OF PROCEEDS

We expect the net proceeds from this offering to be approximately $20.5 million, after deducting the estimated underwriting discounts and commissions and
estimated offering expenses payable by us, at the public offering price of $2.25 per unit.

We currently intend to use the net proceeds we receive from the sale of the units in this offering for general corporate purposes, including research and
development expenses such as expenses related to our Phase 3 CLI program, capital expenditures, working capital and general administrative expenses. Pending
such uses, the net proceeds will be held in highly liquid investments.
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DILUTION

Our net tangible book value on September 30, 2010 was approximately $17.8 million, or approximately $0.63 per share of common stock based upon
28,251,787 shares outstanding. Net tangible book value per share is determined by dividing our net tangible book value, which consists of tangible assets less
total liabilities, by the number of shares of our common stock outstanding on that date. Without taking into account any other changes in our net tangible book
value after September 30, 2010, other than to give effect to our receipt of the estimated net proceeds from the sale of 10,000,000 units at the offering price of
$2.25 per unit, less the underwriting fees and our estimated offering expenses, our net tangible book value as of September 30, 2010, after giving effect to the
items above, would have been approximately $27.5 million, or $0.72 per share. This represents an immediate increase in net tangible book value of $0.09 per
share of common stock to our existing shareholders and an immediate dilution in net tangible book value of $1.53 per share of common stock to purchasers of
units in this offering. The following table illustrates this calculation on a per share basis:

Public offering price per unit $ 225
Net tangible book value per share as of September 30, 2010 $ 063
Increase in net tangible book value per share attributable to the offering $ 0.09
As-adjusted net tangible book value per share after giving effect to the offering $ 072
Dilution in net tangible book value per share to new investors $ 1.53

The foregoing table excludes the following, each stated as of September 30, 2010:

. 4,362,412 shares of our common stock issuable upon the exercise of stock options outstanding as of September 30, 2010 at a weighted average exercise
price of $2.64 per share;

. an aggregate of 335,921 additional shares of common stock reserved for future issuance under our equity incentive plans as of September 30, 2010
under our stock plans;

. warrants outstanding as of September 30, 2010 to purchase an aggregate of 5,622,360 shares of common stock at exercise prices ranging from $2.97 to
$12.72 per share and expiration dates ranging from April 17, 2013 to July 21, 2015. The exercise price of $2.97 per share on the 4,525,978 Class A
warrants expiring on July 15, 2015 is subject to adjustment based on the terms in the Class A warrant agreement; and

. up to 10,000,000 shares of our common stock issuable upon the exercise of warrants to be issued in this offering (assuming all units offered in this
offering are sold), at an exercise price of $3.22 per share.
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DESCRIPTION OF SECURITIES WE ARE OFFERING

In this offering, we are offering 10,000,000 units, consisting of 10,000,000 shares of common stock and warrants to purchase up to 10,000,000 shares of
common stock. Each unit consists of one share of common stock and one warrant, with each warrant exercisable to purchase one share of common stock at an
initial exercise price of $3.22 per share of common stock. This prospectus supplement also relates to the offering of shares of our common stock upon exercise, if
any, of the warrants. Units will not be issued or certificated. The shares of common stock and warrants will be issued separately but can only be purchased
together in units in this offering. This description of the units in this prospectus supplement is qualified in its entirety by reference to the warrants.

Common Stock

The material terms and provisions of our common stock are described under the caption “Description of Capital Stock” beginning on page 18 of the
accompanying prospectus.

Warrants

The material terms and provisions of the warrants being offered pursuant to this prospectus supplement and the accompanying prospectus are summarized
below. This summary is subject to and qualified in its entirety by the form of warrant, which will be filed as an exhibit to a Current Report on Form 8-K to be
filed by us with the SEC in connection with this offering. You should review a copy of the form of warrant for a complete description of the terms and conditions
applicable to the warrants.

General Terms of the Warrants

The warrants will be governed by a warrant agreement, or the Warrant Agreement, to be entered into between us and Continental Stock Transfer & Trust
Company, as agent for the holders of the warrants, or the Warrant Agent. The following description of the terms of the Warrant Agreement is subject to the
detailed provisions of the Warrant Agreement.

The warrants to be issued in this offering represent the rights to purchase up to a total of 10,000,000 shares of common stock at an initial exercise price of
$3.22 per share, which, except as described below, must be paid in cash at the time of exercise. Each warrant may be exercised at any time and from time to time
on or after the date of delivery of the warrants until the five-year anniversary thereof.

Delivery

Certificates for the warrants may be issued in “book-entry only” form to the Depository Trust Company, or DTC, or in fully registered form. If the certificates
are issued in fully registered form, a register of holders will be maintained at the principal office of the Warrant Agent in New York. One or more certificates
may be exchanged for one or more certificates of different denominations evidencing in the aggregate the same number of warrants as the certificates being
exchanged. If the certificates representing the warrants are issued in “book-entry only” form to DTC, such warrants may be exercised by notifying a broker who
is a DTC participant prior to the expiry of such warrants and providing payment of the exercise price for the number of shares of our common stock for which
such warrants are being exercised.

Exercise

Holders of the warrants may exercise their warrants to purchase shares of our common stock on or before the expiration date, in whole or in part either by
cash exercise or by “cashless exercise,” by delivering to the Warrant Agent a duly executed exercise notice accompanied by, if exercising by cash payment,
payment in full for the number of shares of our common stock purchased upon such exercise, or if by a “cashless exercise,” electing to surrender a portion of the
shares of common stock subject to the warrant in lieu of paying cash for the exercise price, provided the exercise price is less than the average of the closing sale
prices of our common stock for the five consecutive trading days ending on the trading day immediately preceding the date of the exercise notice.
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Transferability

Subject to applicable laws, the warrants may be transferred at the option of the holders upon surrender of the warrants to the Warrant Agent together with the
appropriate instruments of transfer.

Certain Adjustments

The exercise price and number of shares of common stock issuable upon exercise of a warrant are subject to appropriate adjustment in the event of stock
dividends and distributions, stock splits, stock combinations, reclassifications or similar events affecting our common stock.

Subject to certain exceptions, if we sell or issue shares of our common stock, rights, options or warrants to purchase shares of our common stock, other rights
for shares of our common stock, or securities convertible or exchangeable into shares of our common stock, in any case at a price per share less than the then-
existing exercise price of the warrants, which lesser price we refer to as the New Issuance Price, then in each such case the then-existing exercise price of the
warrants will be reduced to the New Issuance Price. Pursuant to the Warrant Agreement, upon any such reduction in the exercise price of the warrants, we have
covenanted to provide notice of such reduction to each warrant holder at the last address of such holder listed in the register of holders maintained by the Warrant
Agent.

Fundamental Transactions

If we enter into, or are a party to, certain fundamental transactions pursuant to which our shareholders are entitled or required to receive securities issued by
another company or cash or other assets in exchange for our common stock, a holder of a warrant will have the right to receive, upon exercise of the warrant,
consideration as if such holder had exercised the warrant immediately prior to such fundamental transaction.

Rights as a Shareholder

Except as otherwise provided in the warrants or by virtue of a holder’s ownership of shares of our common stock, the holders of the warrants do not have the
rights or privileges of holders of our common stock, including any voting rights, until they exercise their warrants.
Limitations on Exercise

The number of shares of our common stock that may be acquired by a holder upon any exercise of a warrant shall be limited so that the total number of shares
of our common stock then beneficially owned by such holder and its affiliates and any other persons whose beneficial ownership of common stock would be
aggregated with the holder’s for purposes of Section 13(d) of the Exchange Act does not exceed 4.99% of the total number of issued and outstanding shares of
our common stock (including for such purpose the shares of common stock issuable upon such exercise). We refer to this as the beneficial ownership limitation.
The holder may elect to change this beneficial ownership percentage from 4.99% to any other percentage not in excess of 9.99% of the total number of issued
and outstanding shares of common stock (including for such purpose the shares of common stock issuable upon exercise) upon 61 days’ prior written notice.

Amendments

The warrants may be amended with the written consent of the holders of sixty-seven percent (67%) of the warrants then outstanding; provided that no
modification or amendment that would (i) increase the exercise price, (ii) shorten the exercise period, or (iii) alter any other provision of the warrant which
provides for a monetary value to a holder shall be valid without such holder’s consent.

Listing

There is no established public trading market for the warrants, and we do not expect a market to develop. In addition, we do not intend to apply for listing of
the warrants on any national securities exchange.
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UNDERWRITING

Subject to the terms and conditions set forth in an underwriting agreement between us and Stifel, Nicolaus & Company, Incorporated, as representative of the
several underwriters, each of the several underwriters named below has agreed to purchase from us the aggregate number of units set forth opposite its name
below:

Underwriters Number of Units
Stifel, Nicolaus & Company, Incorporated 6,446,281
Needham & Company, LLC 2,727,273
Roth Capital Partners 826,446
Total 10,000,000

The underwriting agreement provides that the obligations of the several underwriters are subject to various conditions, including approval of legal matters by
counsel. The nature of the underwriters’ obligations commits them to purchase and pay for all of the units listed above if any are purchased.

Stifel, Nicolaus & Company, Incorporated expects to deliver the securities offered hereby on or about December 15, 2010.

We estimate that the total expenses payable by us with respect to this offering, excluding underwriting discounts and commissions, will be approximately
$640,000, which amount includes up to $295,000 payable by us to MTS Securities, LLC.
Commissions and Discounts

The underwriters propose to offer the units directly to the public at the public offering price set forth on the cover page of this prospectus supplement, and at
this price less a concession not in excess of $0.0817 per unit to other dealers. After this offering, the offering price and other selling terms may be changed by the
underwriters. The units are offered subject to receipt and acceptance by the underwriters and to the other conditions of the offering, including the right to reject
orders in whole or in part.

The following table summarizes the compensation to be paid to the underwriters by us and the proceeds, before expenses, payable to us:

Per Unit Total
Public offering price $ 2.250000 $22,500,000
Underwriting discounts and commissions $ 0.136125 $ 1,361,250
Proceeds, before expenses, to us $ 2.113875 $21,138,750

In addition, we have agreed to reimburse the underwriters for the fees and expenses incurred by them in connection with the offering in an amount not to
exceed $125,000.

In compliance with the guidelines of the Financial Industry Regulatory Authority, or FINRA, the maximum consideration or discount to be received by any
FINRA member or independent broker dealer may not exceed 8.0% of the aggregate amount of the securities offered pursuant to this prospectus supplement.
Indemnification of Underwriters

We will indemnify the underwriters against some civil liabilities, including liabilities under the Securities Act. If we are unable to provide this
indemnification, we will contribute to payments the underwriters may be required to make in respect of those liabilities.

No Sales of Similar Securities

The underwriters will require all of our directors and officers to agree not to offer, sell, agree to sell, directly or indirectly, or otherwise dispose of any shares
of common stock or any securities convertible into or exchangeable for shares of common stock, subject to certain exceptions, without the prior written consent
of Stifel, Nicolaus &
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Company, Incorporated for a period of 90 days after the date of this prospectus supplement. Notwithstanding the foregoing, if (a) during the last 17 days of this
90-day period, we release or publish financial results or results from operations or announce material news or a material event or (b) prior to the expiration of
this 90-day period, we announce that we will release or publish financial results or results from operations during the 15-day period following the last day of the
90-day period, then in each case the above restrictions will be automatically extended until the expiration of the 18-day period beginning on the date of release of
the earnings results or the announcement of the material news or material event, as applicable, subject to certain exceptions, unless Stifel, Nicolaus & Company,
Incorporated waives, in writing, such extension.

Subject to certain exceptions, we have agreed that for a period of 90 days after the date of this prospectus supplement, subject to extension as described
above, we will not, without the prior written consent of Stifel, Nicolaus & Company, Incorporated, offer, sell, contract to sell or otherwise dispose of any shares
of common stock or any securities that are substantially similar to the common stock, including any securities that are convertible into or exchangeable for, or
that represent the right to receive, shares of common stock or any such substantially similar securities, except for:

. the securities offered in this offering;

. the shares of common stock issuable upon conversion or exercise of convertible or exercisable securities outstanding on the date of this prospectus
supplement; and

. the shares of our common stock that are issued under our existing stock option plans.

Nasdaq Capital Market Listing

Our common stock is quoted on the Nasdaq Capital Market under the symbol “ASTM.”

Stabilizing Transactions and Penalty Bids

The underwriters have informed us that they will not engage in over-allotment, stabilizing or syndicate covering transactions in connection with this offering.

Miscellaneous

The underwriters have provided, and may in the future provide, various investment banking and other financial services for us for which services they have
received, and may receive in the future, customary fees.

NOTICE TO INVESTORS

European Economic Area

In relation to each Member State of the European Economic Area which has implemented the Prospectus Directive (as defined below) (each, a Relevant
Member State), with effect from and including the date on which the Prospectus Directive is implemented in that Relevant Member State, or the Relevant
Implementation Date, an offer of our securities to the public may not be made in that Relevant Member State prior to the publication of a prospectus in relation
to our securities which has been approved by the competent authority in that Relevant Member State or, where appropriate, approved in another Relevant
Member State and notified to the competent authority in that Relevant Member State, all in accordance with the Prospectus Directive, except that an offer to the
public in that Relevant Member State of any units may be made at any time under the following exemptions under the Prospectus Directive if they have been
implemented in the Relevant Member State:

(a) tolegal entities which are authorized or regulated to operate in the financial markets or, if not so authorized or regulated, whose corporate purpose is
solely to invest in securities;

(b) to any legal entity which has two or more of (1) an average of at least 250 employees during the last financial year; (2) a total balance sheet of more
than €43,000,000 and (3) an annual net turnover of more than €50,000,000, as shown in its last annual or consolidated accounts;

(c) to fewer than 100 natural or legal persons per Relevant Member State (other than qualified investors as defined in the Prospectus Directive); or
(d) in any other circumstances falling within Article 3(2) of the Prospectus Directive,

provided that no such offer of our securities shall result in a requirement for the publication by us or any underwriter of a prospectus pursuant to Article 3 of the
Prospectus Directive.

For the purposes of this provision, the expression an “offer of our securities to the public” in relation to any securities in any Relevant Member State means
the communication in any form and by any means of sufficient information on the terms of the offer and our securities to be offered so as to enable an investor to
decide to purchase or subscribe our securities, as the same may be varied in that Member State by any measure implementing the Prospectus Directive in that
Member State and the expression “Prospectus Directive” means Directive 2003/71/EC and includes any relevant implementing measure in each Relevant
Member State.
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United Kingdom

Units may not be offered or sold and will not be offered or sold to any persons in the United Kingdom other than to persons whose ordinary activities involve
them in acquiring, holding, managing or disposing of investments (as principal or as agent) for the purposes of their businesses or otherwise in circumstances
which have not resulted or will not result in an offer to the public in the United Kingdom within the meaning of the Financial Services and Markets Act 2000, or
the FSMA.

In addition, any invitation or inducement to engage in investment activity (within the meaning of section 21 of the FSMA) in connection with the issue or sale
of shares of our common stock may only be communicated or caused to be communicated in circumstances in which Section 21(1) of the FSMA does not apply
to us. Without limitation to the other restrictions referred to herein, this prospectus supplement is directed only at (1) persons outside the United Kingdom or
(2) persons who:

(a) are qualified investors as defined in section 86(7) of FSMA, being persons falling within the meaning of article 2.1(e)(i), (ii) or (iii) of the Prospectus
Directive; and

(b) are either persons who fall within article 19(1) of the Financial Services and Markets Act 2000 (Financial Promotion) Order 2005, as amended, or
Order, or are persons who fall within article 49(2)(a) to (d) (“high net worth companies, unincorporated associations, etc.”) of the Order; or

(c) to whom it may otherwise lawfully be communicated in circumstances in which Section 21(1) of the FSMA does not apply.

Without limitation to the other restrictions referred to herein, any investment or investment activity to which this offering circular relates is available only to,
and will be engaged in only with, such persons, and persons within the United Kingdom who receive this communication (other than persons who fall within
(2) above) should not rely or act upon this communication.

Germany

Any offer or solicitation of securities within Germany must be in full compliance with the German Securities Prospectus Act (Wertpapierprospektgesetz —
WpPG). The offer and solicitation of securities to the public in Germany requires the publication of a prospectus that has to be filed with and approved by the
German Federal Financial Services Supervisory Authority (Bundesanstalt fiir Finanzdienstleistungsaufsicht — BaFin). This prospectus supplement has not been
and will not be submitted for filing and approval to the BaFin and, consequently, will not be published. Therefore, this prospectus supplement does not constitute
a public offer under the German Securities Prospectus Act (Wertpapierprospektgesetz). This prospectus supplement and any other document relating to our
securities, as well as any information contained therein, must therefore not be supplied to the public in Germany or used in connection with any offer for
subscription of our securities to the public in Germany, any public marketing of our securities or any public solicitation for offers to subscribe for or otherwise
acquire our securities. This prospectus supplement and other offering materials relating to the offer of our common stock are strictly confidential and may not be
distributed to any person or entity other than the designated recipients hereof.

France

This prospectus has not been prepared in the context of a public offering of financial securities in France within the meaning of Article L.411-1 of the French
Code Monétaire et Financier and Title I of Book II of the Réglement Général of the Autorité des marchés financiers (the “AMF”) and therefore has not been and
will not be filed with the AMF for prior approval or submitted for clearance to the AMF. Consequently, the units may not be, directly or indirectly, offered or
sold to the public in France and offers and sales of the units may only be made in France to qualified investors (investisseurs qualifiés) acting for their own, as
defined in and in accordance with Articles L..411-2 and D.411-1 to D.411-4, D.734-1, D.744-1, D.754-1 and D.764-1 of the French Code Monétaire et Financier.
Neither this prospectus nor any other offering material may be released, issued or distributed to the public in France or used in connection with any offer for
subscription on sale of the units to the public in France. The subsequent direct or indirect retransfer of the units to the public in France may only be made in
compliance with Articles L..411-1, L..411-2, L..412-1 and L.621-8 through L.621-8-3 of the French Code Monétaire et Financier.

Sweden

This is not a prospectus under, and has not been prepared in accordance with the prospectus requirements provided for in, the Swedish Financial Instruments
Trading Act [lagen (1991:980) om handel med finasiella instrument] nor any other Swedish enactment. Neither the Swedish Financial Supervisory Authority nor
any other Swedish public body has examined, approved, or registered this document.
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LEGAL MATTERS

Our counsel, Goodwin Procter LLP, Boston, Massachusetts will pass upon the valid and binding nature of the warrants being offered hereby. The validity of
the common stock offered by this prospectus supplement will be passed upon for us by Dykema Gossett PLLC, Ann Arbor, Michigan, acting as special counsel
to the Company. The underwriters are being represented in connection with this offering by Cooley LLP, New York, New York.

EXPERTS

The financial statements and management’s assessment of the effectiveness of internal control over financial reporting (which is included in Management’s
Report on Internal Control over Financial Reporting) incorporated in this prospectus by reference to the Annual Report on Form 10-K for the year ended
June 30, 2010 have been so incorporated in reliance on the report of PricewaterhouseCoopers LLP, an independent registered public accounting firm, given on
the authority of said firm as experts in auditing and accounting.

WHERE YOU CAN FIND MORE INFORMATION

We are subject to the information requirements of the Exchange Act and, in accordance therewith, file annual, quarterly and special reports, proxy statements
and other information with the SEC. You may read and copy any document we file at the SEC’s Public Reference Room at 100 F Street, N.E., Washington, D.C.
20549. You may call the SEC at 1-800-SEC-0330 for further information on the operation of the Public Reference Room. These documents also may be
accessed through the SEC’s electronic data gathering, analysis and retrieval system, or EDGAR, via electronic means, including the SEC’s home page on the
Internet (www.sec.gov).

This prospectus supplement is part of a registration statement we filed with the SEC relating to the securities we may offer. As permitted by SEC rules, this
prospectus supplement does not contain all of the information we have included in the registration statement and the accompanying exhibits and schedules we
filed with the SEC. You may refer to the registration statement, exhibits and schedules for more information about us and the securities. The registration
statements, exhibits and schedules are available at the SEC’s public reference room or through its website.

The SEC allows us to “incorporate by reference” the information we have filed with it, which means that we can disclose important information by referring
you to those documents. The information we incorporate by reference is an important part of this prospectus supplement and the accompanying prospectus, and
later information that we file with the SEC will automatically update and supersede this information. We incorporate by reference into this prospectus
supplement and the accompanying prospectus any future documents filed with the SEC under Sections 13(a), 13(c), 14 or 15(d) of the Exchange Act subsequent
to the date of this prospectus supplement and prior to the termination of the offering.
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PROSPECTUS
$75,000,000

AASTROM BIOSCIENCES, INC.

Common Stock
Preferred Stock
Debt Securities
Warrants
Units

We may from time to time issue, in one or more series or classes, up to $75,000,000 in aggregate principal amount of our common stock, preferred stock, debt securities,
warrants and/or units. We may offer these securities separately or together in units. We will specify in the accompanying prospectus supplement the terms of the securities being
offered. We may sell these securities to or through underwriters and also to other purchasers or through agents. We will set forth the names of any underwriters or agents, and any
fees, conversions, or discount arrangements, in the accompanying prospectus supplement. We may not sell any securities under this prospectus without delivery of the applicable
prospectus supplement.

You should read this document and any prospectus supplement or amendment carefully before you invest.

Our common stock is traded on the Nasdaq Capital Market under the symbol “ASTM.” On November 10, 2010, the closing price for our common stock was $3.67 per
share.

Investing in our securities involves a high degree of risk. You should review carefully the risks and uncertainties described under the heading “Risk Factors”
contained in this prospectus beginning on page 7 and any applicable prospectus supplement, and under similar headings in the other documents that are incorporated
by reference into this prospectus.

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

The date of this Prospectus is November 29, 2010.
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PROSPECTUS SUMMARY

The following summary highlights information contained elsewhere in this prospectus. It may not contain all of the information that is important to
you. You should read the entire prospectus carefully, especially the discussion regarding the risks of investing in our securities under the heading “Risk Factors,”
before investing in our securities. In this prospectus, “Aastrom,” “we,” “us,” and “our” refer to Aastrom Biosciences, Inc. Please refer to our Glossary at the end
of this Prospectus for certain industry-specific and technical definitions.

» «

Business

We were incorporated in 1989 and are a regenerative medicine company focused on the development of innovative cell therapies to repair or regenerate
damaged or diseased tissues. We are currently focused on developing autologous cell therapies for the treatment of severe, chronic cardiovascular diseases.
Using our proprietary technology, we are able to expand the number of stem and early progenitor cells from a small amount of bone marrow (approximately 50
ml) collected from the patient. Preclinical and interim clinical data suggest that our cell therapy is effective in treating patients with critical limb ischemia
(CLI) and other severe, chronic cardiovascular diseases, such as dilated cardiomyopathy (DCM). Nearly 200 patients have been treated in recent clinical trials
using our current cell therapy (over 400 patients safely treated since our inception) with no treatment related adverse events or safety issues.

Our technology is an autologous, expanded cellular therapy developed, using our proprietary, automated cell processing system, which utilizes “single-
pass perfusion” to produce human cell products for clinical use. Single-pass perfusion is our patented manufacturing technology for growing large numbers of
human cells. The production of our cell therapy products is done under current Good Manufacturing Practices (cGMP) guidelines required by the U.S. Food and
Drug Administration (FDA). Our therapies begin with a small amount of the patient’s own bone marrow to produce large numbers of stem and early progenitor
cells, many times more than what is found in the patient’s bone marrow. Our proprietary mixture of cell types may be capable of developing into cardiovascular
and other tissues as well as stimulating a patient’s own existing repair mechanisms.

Our cellular therapies have several features that we believe are critical for success in treating patients with severe, chronic cardiovascular diseases:

Safe — our bone marrow derived, expanded, autologous cellular therapy leverages decades of scientific and medical experience, as bone marrow and
bone marrow-like therapies have been used safely and efficaciously in medicine for decades.

Autologous — we start with the patient’s own cells, which are accepted by the patient’s immune system allowing the cells to differentiate and integrate
into existing functional tissues, and may provide long-term engraftment and repair.

Expanded — we begin with a small amount of bone marrow from a patient (approximately 50 ml) and significantly expand the number of stem and
progenitor cells to more than are present in the patient’s own bone marrow.

A mixed population of cells — we believe our proprietary mixture of cell populations contains the cell types required for tissue regeneration, which are
also found in natural bone marrow, though in smaller quantities.

Minimally invasive — our procedure for taking bone marrow (an “aspirate”) can be performed in an out-patient setting and takes approximately 15
minutes. For diseases such as CLI, the administration of our therapy can be performed in an out-patient setting in a short procedure. We are pursuing a
minimally invasive approach to cell delivery in diseases such as DCM.
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Our cell therapies are produced at our cell manufacturing facility in the United States, located at our headquarters in Ann Arbor, Michigan.

Our clinical development programs are focused on advancing therapies for unmet medical needs in cardiovascular diseases. Our CLI program is
currently in phase 2b clinical development, and we expect it to advance to Phase 3 development in 2011. Our DCM program is in early Phase 2 clinical
development and is focused on achieving proof of concept in this indication.

Results to date in our clinical trials may not be indicative of results obtained from subsequent patients enrolled in those trials or from future clinical
trials. Further, our future clinical trials may not be successful or we may not be able to obtain the required Biologic License Application (BLA) registration in the
United States for our products in a timely fashion, or at all.

Critical Limb Ischemia

CLI is the most serious and advanced stage of peripheral arterial disease (PAD). PAD is a chronic disease that progressively restricts blood flow in the
limbs and can lead to serious medical complications. This disease is often associated with other clinical conditions including hypertension, cardiovascular
disease, hyperlipidemia, diabetes, obesity and stroke. CLI is used to describe patients with the most severe forms of PAD: those with chronic ischemia-induced
pain (even at rest), ulcers, tissue loss or gangrene in the limbs, often leading to amputation and death. CLI leads to more than 160,000 amputations per year. The
one-year and four-year mortality rates for no-option CLI patients that progress to amputation are approximately 25% and 80%, respectively. Our technology has
shown significant promise in the treatment of CLI.

In June 2010, we reported results from the planned interim analysis of our multi-center, randomized, double-blind, placebo controlled U.S. Phase 2b
RESTORE-CLI clinical trial. This clinical trial is designed to evaluate the safety and efficacy of our therapy in the treatment of patients with CLI. It is the largest
multi-center, randomized, double-blind, placebo-controlled cellular therapy study ever conducted in CLI patients. We completed enrollment of this trial in
February 2010 with a total of 86 patients at 18 sites across the United States. These patients are being followed for a period of 12 months following treatment. In
addition to assessing the safety of our product, efficacy endpoints include amputation-free survival, time to first occurrence of treatment failure (defined as major
amputation, all-cause mortality, doubling in wound size and de novo gangrene), major amputation rates, level of amputation, complete wound healing, patient
quality of life, and pain scores.

Results from the RESTORE-CLI interim analysis were presented at the Society of Vascular Surgery Meeting in June 2010. The results included the
finding that amputation free survival — defined as time to major amputation or death — was statistically significant in favor of our therapy (p=0.038).
Additionally, statistical analysis revealed a significant increase in time to treatment failure (e.g., major amputation, doubling in wound size de novo gangrene,
and death) (log-rank test, p=0.0053). Other endpoints measured (e.g., major amputation rate, complete wound healing, change in Wagner wound scale) showed
encouraging trends, but had not yet reached statistical significance at the interim analysis. The primary purpose of the interim analysis was to assess performance
of our therapy and, if positive, to help plan the Phase 3 program. Discussions held with the FDA in June 2010 confirmed the appropriateness of using amputation
free survival as the primary endpoint for the Phase 3 program. The last patient enrolled in this trial was treated in March 2010 and we expect to present six-
month data on all patients in this study in a VEITHsymposium™ non-CME satellite session on November 18, 2010.

We continue to make progress towards the Phase 3 clinical development program in CLI. In October 2010, we announced that the FDA had granted fast
track designation for the use of our cellular therapy for the CLI indication. The fast track program is designed to facilitate the development and expedite the
review of new drugs and biologics intended to treat serious or life-threatening conditions and that demonstrate the potential to address unmet medical needs. At
the June 2010 FDA meeting, Aastrom was encouraged to use the Special Protocol Assessment (SPA) process for the Phase 3 program. The SPA’s supporting the
Phase 3 program were submitted in October of 2010.
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Dilated Cardiomyopathy

In February 2007, the FDA granted Orphan Drug Designation to our investigational therapy involving the use of our therapy in the treatment of DCM.
DCM is a severe, chronic cardiovascular disease that leads to enlargement of the heart, reducing the pumping function of the heart to the point that blood
circulation is impaired. Patients with DCM typically present with symptoms of congestive heart failure, including limitations in physical activity and shortness
of breath. There are two types of DCM: ischemic and non-ischemic. Ischemic DCM, the most common form, is associated with atherosclerotic cardiovascular
disease. Among other causes, non-ischemic DCM can be triggered by toxin exposure, virus or genetic diseases. Patient prognosis depends on the stage of the
disease but is typically characterized by a high mortality rate. Other than heart transplantation or ventricular assist devices, there are currently no effective
treatment options for end-stage patients with this disease. According to the book, Heart Failure: A Combined Medical and Surgical Approach (2007), DCM
affects 200,000-400,000 patients in the United States alone.

Our DCM development program is currently in Phase 2 and we have two ongoing U.S. Phase 2 trials investigating surgical and catheter-based delivery
for our product in the treatment of DCM.

In May 2008, the FDA activated our IND application for surgical delivery of our therapy. The 40-patient U.S. IMPACT-DCM clinical trial began with
the treatment of the first patient in November 2008. This multi-center, randomized, controlled, prospective, open-label, Phase 2 study was designed to include 20
patients with ischemic DCM and 20 patients with non-ischemic DCM. We completed enrollment of the 40 patients in the IMPACT-DCM clinical trial in
January 2010 and the final patient was treated in March 2010. We expect to report interim results of all patients who have completed six months of follow-up
during fiscal year 2011.

Participants in the IMPACT-DCM clinical trial were required to have New York Heart Association (NYHA) functional class III or IV heart failure, a
left ventricular ejection fraction (LVEF) of less than or equal to 30% (60-75% is typical for a healthy person), and meet other eligibility criteria, including
optimized medical therapy. Patients were randomized in an approximate 3:1 ratio of treatment to control group. Patients in the treatment group received our
therapy through direct injection into the heart muscle during minimally invasive-surgery (involving a chest incision of approximately 2 inches). The primary
objective of this study is to assess the safety of our therapy in patients with DCM. Efficacy measures include cardiac dimensions and tissue mass, cardiac
function (e.g. cardiac output, LVEF, cardiopulmonary exercise testing parameters), cardiac perfusion and viability, as well as other efficacy endpoints. NYHA
functional class and quality of life are also assessed. Patients will be followed for 12 months post-treatment.

In November 2009, the FDA activated our second IND application to allow for the evaluation of our therapy delivered by a percutaneous catheter as
opposed to surgically. The Catheter-DCM clinical trial is designed to explore catheter-based delivery of our therapy to treat DCM patients. This multi-center,
randomized, controlled, prospective, open-label, Phase 2 study will enroll up to 12 patients with ischemic DCM and 12 patients with non-ischemic DCM at
clinical sites across the United States. Participants must meet the same criteria above for the IMPACT-DCM surgical trial. The first patient was enrolled into the
trial in April 2010 and enrollment is progressing. As of October 31, 2010, 20 patients had been enrolled in the study and we expect to conclude enrollment by
December 2010.

Corporate Information

Aastrom is incorporated under the laws of the State of Michigan. Our principal executive offices are located at 24 Frank Lloyd Wright Drive, P.O. Box
376, Ann Arbor, Michigan 48106. Our telephone number is (734) 930-5555. The address of our website is www.aastrom.com. Information on our website is not
part of this prospectus.
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About this Prospectus

This prospectus is part of a registration statement that we filed with the Securities and Exchange Commission, or the SEC, utilizing a shelf registration
process. Under the shelf registration process, we may offer shares of our common stock and preferred stock, various series of debt securities, warrants to
purchase any of such securities, and units comprised of any such securities with a total value of up to $75,000,000 from time to time under this prospectus at
prices and on terms to be determined by market conditions at the time of offering. This prospectus provides you with a general description of the securities we
may offer. Each time we offer a type or series of securities, we will provide a prospectus supplement that will describe the specific amounts, prices and other
important terms of the securities, including, to the extent applicable:

. designation or classification;

. aggregate principal amount or aggregate offering price;

. maturity;

. original issue discount, if any;

. rates and times of payment of interest, dividends or other payments, if any;

. redemption, conversion, exchange, settlement or sinking fund terms, if any;

. conversion, exchange or settlement prices or rates, if any, and, if applicable, any provisions for changes to or adjustments in the conversion,

exchange or settlement prices or rates and in the securities or other property receivable upon conversion, exchange or settlement;

. ranking;

. restrictive covenants, if any;

. voting or other rights, if any; and

. important federal income tax considerations.

A prospectus supplement may include a discussion of risks or other special considerations applicable to us or the offered securities. A prospectus
supplement may also add, update or change information in this prospectus. If there is any inconsistency between the information in this prospectus and any
applicable prospectus supplement, you must rely on the information in the prospectus supplement. Please carefully read both this prospectus and any applicable
prospectus supplement together with the additional information described under the heading “Where You Can Find More Information.”

The registration statement containing this prospectus, including exhibits to the registration statement, provides additional information about us and the
securities offered under this prospectus. The registration statement can be read at the SEC’s website (www.sec.gov) or at the SEC’s Public Reference Room
mentioned under the heading “Where You Can Find More Information.”

We have not authorized any broker-dealer, salesperson or other person to give any information or to make any representation other than those contained or
incorporated by reference in this prospectus and an accompanying supplement to this prospectus. You must not rely upon any information or representation not
contained or incorporated by reference in this prospectus or an accompanying prospectus supplement. This prospectus and an accompanying supplement to this
prospectus do not constitute an offer to sell or the solicitation of an offer to buy securities, nor do this prospectus and an accompanying supplement to this
prospectus constitute an offer to sell or the solicitation of an offer to buy securities in any jurisdiction to any person to whom it is unlawful to make such offer or
solicitation. The information contained in this prospectus and an accompanying prospectus supplement speaks only as of the date set forth on the applicable
cover page and may not reflect subsequent changes in our business, financial condition, results of operations and prospects even though this prospectus and any
accompanying prospectus supplement is delivered or securities are sold on a later date.
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We may sell the securities directly to or through underwriters, dealers or agents. We, and our underwriters or agents, reserve the right to accept or reject all
or part of any proposed purchase of securities. If we do offer securities through underwriters, dealers or agents, we will include in any applicable prospectus
supplement:

. the names of those underwriters, dealers or agents;

. applicable fees, discounts and commissions to be paid to them;
. details regarding over-allotment options, if any; and

. the net proceeds to us.

Common Stock

We may issue shares of our common stock from time to time. Holders of our common stock are entitled to one vote for each share held of record on all
matters submitted to a vote of shareholders and do not have cumulative voting rights. Holders of common stock have no preemptive, redemption or conversion
rights and are not subject to future calls or assessments. No sinking fund provisions apply to our common stock. All outstanding shares are fully-paid and non-
assessable. In the event of our liquidation, dissolution or winding up, holders of common stock are entitled to share ratably in assets available for distribution,
subject to prior distribution rights of any preferred stock then outstanding. Holders of common stock are entitled to receive proportionately any such dividends
declared by our Board of Directors, or the Board, out of legally available funds for dividends, subject to any preferences that may be applicable to any shares of
preferred stock that may be outstanding at that time. The rights, preferences and privileges of holders of common stock are set forth in our Restated Articles of
Incorporation, or the Charter, which may be amended by the holders of a majority of the outstanding shares of common stock.

Preferred Stock

We may issue shares of our preferred stock from time to time, in one or more series. Under our Charter, our Board has the authority, without further action
by shareholders, to designate up to 5,000,000 shares of preferred stock in one or more series and to fix the designations, powers, preferences and the relative,
participating, optional or other special rights of the shares of each series and any qualification, limitations and restrictions thereon, any or all of which may be
greater than the rights of our common stock.

If we issue preferred stock, we will fix the designations, powers, preferences and the relative, participating, optional or other special rights, and any
qualification, limitations and restrictions of the shares of each series that we sell under this prospectus and applicable prospectus supplements in the certificate of
designations relating to that series. If we issue preferred stock, we will incorporate by reference into the registration statement of which this prospectus is a part
the form of any certificate of designations that describes the terms of such series of preferred stock before the issuance thereof. We urge you to read any
prospectus supplement related to any series of preferred stock we may offer, as well as the complete certificate of designations that contains the terms of the
applicable series of preferred stock.

Debt Securities

We may issue debt securities from time to time, in one or more series, as either senior or subordinated debt or as senior or subordinated convertible debt.
Unless we give you different information in the applicable prospectus supplement, (i) the debt securities will be unsecured, (ii) the senior debt securities will be
unsubordinated obligations and will rank equally with all of our other unsecured and unsubordinated indebtedness, and (iii) the subordinated debt securities will
be subordinate and junior in right of payment, to the extent and in the manner described in the instrument governing the debt, to all or some portion of our
indebtedness. Any convertible debt securities that we issue will be convertible into or exchangeable for our common stock or other securities of ours. Conversion
may be mandatory or at your option and would be at prescribed conversion rates.
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If we issue debt securities, they will be issued under one or more documents called indentures, which are contracts between us and a trustee for the holders
of the debt securities. We urge you to read any prospectus supplement related to the series of debt securities being offered, as well as the complete indenture that
contains the terms of the debt securities. If we issue debt securities, indentures and forms of debt securities containing the terms of such debt securities will be
incorporated by reference into the registration statement of which this prospectus is a part from other filings we would make with the SEC. Please see
“Description of Debt Securities” hereof for an additional description of the general terms and provisions of the debt securities we may issue.

Warrants

We may issue warrants for the purchase of common stock, preferred stock, debt securities and/or units (as described below) in one or more series, from
time to time. We may issue warrants independently or together with common stock, preferred stock and/or debt securities, and the warrants may be attached to or
separate from those securities.

If we issue warrants, they will be evidenced by warrant agreements or warrant certificates issued under one or more warrant agreements, which are
contracts between us and an agent for the holders of the warrants. We urge you to read any prospectus supplement related to any series of warrants we may offer,
as well as the complete warrant agreement and warrant certificate that contain the terms of the warrants. If we issue warrants, forms of warrant agreements and
warrant certificates relating to such warrants will be incorporated by reference into the registration statement of which this prospectus is a part from other filings
we would make with the SEC.

Units

We may issue units comprised of shares of preferred stock, shares of common stock, warrants, debt securities and other securities in any combination. We
may issue units in such amounts and in as many distinct series as we wish.

If we issue units, they will be issued under one or more unit agreements to be entered into between us and a bank or other financial institution, as unit
agent. We urge you to read any prospectus supplement related to any series of units we may offer, as well as the complete unit agreement and unit certificate that
contain the terms of the units. If we issue units, forms of unit agreements and unit certificates relating to such units will be incorporated by reference into the
registration statement of which this prospectus is a part from other filings we would make with the SEC.
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RISK FACTORS

Investing in our securities involves a high degree of risk. You should carefully consider the risks described below, as well as other information we include
or incorporate by reference into this prospectus and any applicable prospectus supplement, before making an investment decision. These risks are not the only
ones facing our company. Additional risks not presently known to us or that we currently deem immaterial may also affect our business operations. Our business,
financial condition or results of operations could be materially adversely affected by the materialization of any of these risks. The trading price of our securities
could decline due to the materialization of any of these risks, and you may lose all or part of your investment. This prospectus and the documents incorporated
herein by reference also contain forward-looking statements that involve risks and uncertainties. Actual results could differ materially from those anticipated in
these forward-looking statements as a result of certain factors, including the risks described below and in the documents incorporated herein by reference,
including (i) our Annual Report on Form 10-K for the year ended June 30, 2010, (ii) our Quarterly Report on Form 10-Q for the quarter ended September 30,
2010 and (iii) other documents we file with the SEC that are deemed incorporated by reference into this prospectus.

Risks Related to our Business
Our past losses and expected future losses cast doubt on our ability to operate profitably.

We were incorporated in 1989 and have experienced substantial operating losses since inception. As of September 30, 2010, we have incurred a
cumulative net loss totaling approximately $218,417,000, and we have continued to incur losses since that date. These losses have resulted principally from costs
incurred in the research and development (including clinical trials) of our cell culture technologies and our cell manufacturing system, general and administrative
expenses, and the prosecution of patent applications. We expect to continue to incur significant operating losses over the next several years and at least until, and
probably after, product sales increase, primarily owing to our research and development programs, including preclinical studies and clinical trials, and the
establishment of marketing and distribution capabilities necessary to support commercialization efforts for our products. We cannot predict with any certainty the
amount of future losses. Our ability to achieve profitability will depend, among other things, on successfully completing the development of our product
candidates, timely initiation and completion of clinical trials, obtaining regulatory approvals, establishing manufacturing, sales and marketing arrangements with
third parties, maintaining supplies of key manufacturing components, acquisition and development of complementary activities and raising sufficient cash to
fund our operating activities. Therefore, we may not be able to achieve or sustain profitability.

‘We may not be able to raise the required capital to conduct our operations and develop and commercialize our products.

We will require substantial additional capital resources in order to conduct our operations, complete our product development programs, complete our
clinical trials needed to market our products (including a Phase 3 clinical trial for CLI), and commercialize these products and cell manufacturing facilities. In
order to grow and expand our business, to introduce our new product candidates into the marketplace and to acquire or develop complementary business
activities, we will need to raise a significant amount of additional funds. We will also need significant additional funds or a collaborative partner, or both, to
finance the research and development activities of our cell product candidates for additional indications. Accordingly, we are continuing to pursue additional
sources of financing.

Our future capital requirements will depend upon many factors, including:

. continued scientific progress in our research, clinical and development programs;

. costs and timing of conducting clinical trials and seeking regulatory approvals;

. competing technological and market developments;

. our ability to establish additional collaborative relationships;

. the effect of commercialization activities and facility expansions, if and as required; and
. complementary business acquisition or development opportunities.
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We recently terminated the common stock purchase agreement with Fusion Capital Fund IT dated as of June 12, 2009. As a result, we no longer have access to
the potential funding from Fusion Capital under that agreement. However, we believe that we will have adequate liquidity to finance our operations, including
development of our products and product candidates, with our existing cash and cash equivalents as of September 30, 2010 through June 30, 2011. While our
budgeted cash usage and operating plan through June 30, 2011 does not currently contemplate taking additional actions to reduce the use of cash over that
period, we could, if necessary, delay or forego certain budgeted discretionary expenditures such as anticipated hiring plans or certain non-critical research and
development expenditures, as well as slow down or delay certain clinical trial activity (without jeopardizing our pursuit of a Phase 3 clinical trial for CLI) such
that we will believe that we will have sufficient cash on hand through June 30, 2011.

We will need to raise additional funds in order to complete our product development programs, complete clinical trials needed to market our products
(including a Phase 3 clinical trial for CLI), and commercialize these products. Because of our long-term funding requirements, we intend to try to access the
public or private equity markets if conditions are favorable to complete a financing, even if we do not have an immediate need for additional capital at that time,
or whenever we require additional operating capital. In addition, we may seek collaborative relationships, incur debt and access other available funding sources.
This additional funding may not be available to us on reasonable terms, or at all. Some of the factors that will impact our ability to raise additional capital and
our overall success include:

. the rate and degree of progress for our product development;

. the rate of regulatory approval to proceed with clinical trial programs;

. the level of success achieved in clinical trials;

. the requirements for marketing authorization from regulatory bodies in the United States and other countries;
. the liquidity and market volatility of our equity securities; and

. regulatory and manufacturing requirements and uncertainties, technological developments by competitors.

If adequate funds are not available in the future, we may not be able to develop or enhance our products, take advantage of future opportunities, or respond
to competitive pressures or unanticipated requirements and we may be required to further delay or terminate research and development programs, curtail capital
expenditures, and reduce business development and other operating activities. Should the financing we require to sustain our working capital needs be
unavailable or prohibitively expensive when we require it, the consequences could have a material adverse effect on our business, operating results, financial
condition and prospects.

The current credit and financial market conditions may exacerbate certain risk affecting our business.

We rely upon third parties for certain aspects of our business, including collaboration partners, wholesale distributors, contract clinical trial providers,
contact manufacturers and third-party suppliers. Because of the recent tightening of global credit and the volatility in the financial markets, there may be a delay
or disruption in the performance or satisfaction of commitments to us by these third parties, which could adversely affect our business.
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If we cannot attract and retain key personnel, our business may suffer.

Our success depends in large part upon our ability to attract and retain highly qualified scientific and management personnel. We face competition for such
personnel from other companies, research and academic institutions and other entities. Further, in an effort to conserve financial resources, we have implemented
reductions in our work force on three previous occasions, most recently in fiscal 2008. As a result of these and other factors, we may not be successful in hiring
or retaining key personnel. Our inability to replace any key employee could harm our operations.

Our product development programs are based on novel technologies and are inherently risky.

We are subject to the risks of failure inherent in the development of products based on new technologies. The novel nature of our therapeutics creates
significant challenges in regards to product development and optimization, manufacturing, government regulation, third party reimbursement and market
acceptance. As a result, the development and commercialization pathway for our therapies may be subject to increased uncertainty, as compared to the pathway
for new conventional drugs.

Failure to obtain and maintain required regulatory approvals would severely limit our ability to sell our products.

We must obtain the approval of the FDA before commercial sales of our cell product candidates may commence in the United States, which we believe
will ultimately be the largest market for our products. We will also be required to obtain additional approvals from various foreign regulatory authorities to
initiate sales activities of cell products in those jurisdictions. If we cannot demonstrate the safety and efficacy of our cell product candidates produced in our
production system, we may not be able to obtain required regulatory approvals. If we cannot demonstrate the safety and efficacy of our product candidates
produced in our production system, the FDA or other regulatory authorities could delay or withhold regulatory approval of our product candidates.

Finally, even if we obtain regulatory approval of a product, that approval may be subject to limitations on the indicated uses for which it may be marketed.
Even after granting regulatory approval, the FDA and regulatory agencies in other countries continue to review and inspect marketed products, manufacturers
and manufacturing facilities, which may create additional regulatory burdens. Later discovery of previously unknown problems with a product, manufacturer or
facility, may result in restrictions on the product or manufacturer, including a withdrawal of the product from the market. Further, regulatory agencies may
establish additional regulations that could prevent or delay regulatory approval of our products.

Any changes in the governmental regulatory classifications of our products could prevent, limit or delay our ability to market or develop our products.

The FDA establishes regulatory requirements based on the classification of a product. Because our product development programs are designed to satisfy
the standards applicable to biological licensure for our cellular products, any change in the regulatory classification or designation would affect our ability to
obtain FDA approval of our products. Each of these cell products is, under current regulations, regulated as a biologic, which requires a BLA.
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Our inability to complete our product development activities successfully would severely limit our ability to operate or finance operations.

In order to commercialize our cell product candidates in the United States, we must complete substantial clinical trials, and obtain sufficient safety and
efficacy results to support required registration approval and market acceptance of our cell product candidates. We may not be able to successfully complete the
development of our product candidates, or successfully market our technologies or product candidates. We, and any of our potential collaborators, may encounter
problems and delays relating to research and development, regulatory approval and intellectual property rights of our technologies and product candidates. Our
research and development programs may not be successful, and our cell culture technologies and product candidates may not facilitate the production of cells
outside the human body with the expected results. Our technologies and cell product candidates may not prove to be safe and efficacious in clinical trials, and we
may not obtain the requisite regulatory approvals for our technologies or product candidates and the cells produced in such products. If any of these events occur,
we may not have adequate resources to continue operations for the period required to resolve any issues delaying commercialization and we may not be able to
raise capital to finance our continued operation during the period required for resolution of any such issues.

We must successfully complete our clinical trials to be able to market certain of our products.

To be able to market therapeutic cell products in the United States, we must demonstrate, through extensive preclinical studies and clinical trials, the safety
and efficacy of our processes and product candidates. If our clinical trials are not successful, our products may not be marketable.

Our ability to complete our clinical trials in a timely manner depends on many factors, including the rate of patient enrollment. Patient enrollment can vary
with the size of the patient population, the proximity of suitable patients to clinical sites, perceptions of the utility of cell therapy for the treatment of certain
diseases, and the eligibility criteria for the study. We have experienced delays in patient accrual in our previous clinical trials. If we experience future delays in
patient enrollment, we could experience increased costs and delays associated with clinical trials, which would impair our product development programs and
our ability to market our products. Furthermore, the FDA monitors the progress of clinical trials and it may suspend or terminate clinical trials at any time due to
patient safety or other considerations.

Our research programs are currently directed at improving product functionality for certain clinical indications, improving product shelf life, and
decreasing the cost of manufacturing our products. These production process changes may alter the functionality of our cells and require various additional
levels of experimental and clinical testing and evaluation. Any such testing could lengthen the time before these products would be commercially available.

Even if successful clinical results are reported for a product from a completed clinical trial, this does not mean that the results will be sustained over time,
or will be sufficient for a marketable or regulatory approvable product.

We will rely on third parties to conduct some of our clinical trials, and their failure to perform their obligations in a timely or competent manner may
delay development and commercialization of our product candidates.

We may use clinical research organizations to assist in conduct of our clinical trials. There are numerous alternative sources to provide these services.
However, we may face delays outside of our control if these parties do not perform their obligations in a timely or competent fashion or if we are forced to
change service providers. Any third-party that we hire to conduct clinical trials may also provide services to our competitors, which could compromise the
performance of their obligations to us. If we experience significant delays in the progress of our clinical trials the commercial prospects for product candidates
could be harmed and our ability to generate product revenue would be delayed or prevented. In addition, any provider that we retain will be subject to Good
Laboratory Practices, or cGLP, and similar foreign standards and we do not have control over compliance with these regulations by these providers.
Consequently, if these practices and standards are not adhered to by these providers, the development and commercialization of our product candidates could be
delayed.
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Failure of third parties to manufacture or supply certain components, equipment, disposable devices and other materials used our cell manufacturing
process, would impair our cell product development.

We rely solely on third parties such as Sparton Corporation (formerly Astro), Ethox International, Inc., ATEK Medical, LLC, Lonza Group and GenPore to
manufacture or supply certain of our devices/manufacturing equipment. In addition, we rely solely on third parties such as BioLife and Invitrogen to
manufacture and/or supply certain components, equipment, disposable devices and other materials used our cell manufacturing process to develop our cell
products.

It would be difficult to obtain alternate sources of supply for many of these items on a short-term basis. If any of our key manufacturers or suppliers fails
to perform their respective obligations or if our supply of certain components, equipment, disposable devices and other materials is limited or interrupted, it
would impair our ability to manufacture our products which would delay our ability to conduct our clinical trials or market our product candidates on a timely
and cost-competitive basis, if at all. In addition, pursuant to our Contract Manufacturing and Supply Agreement with ATEK, we are responsible for transferring
customer supplied inventory previously held by Moll Industries to ATEK. If we fail to transfer this inventory in an efficient or timely manner, this could impact
the manufacture of the materials required for our clinical trials and adversely affect our ability to complete our clinical trials and develop and commercialize our
products.

In addition, we may not be able to continue our present arrangements with our suppliers, supplement existing relationships, establish new relationships or
be able to identify and obtain the ancillary materials that are necessary to develop our product candidates in the future. Our dependence upon third parties for the
supply and manufacture of these items could adversely affect our ability to develop and deliver commercially feasible products on a timely and competitive
basis.

Manufacturing of our cell products in centralized facilities may increase the risk that we will not have adequate quantities of our cell products for
clinical programs.

We are subject to regulatory compliance and quality assurance requirements at our production site in Ann Arbor, Michigan. This site could be subject to
ongoing, periodic, unannounced inspection by regulatory agencies to ensure strict compliance with GMP regulations and other governmental regulations. We do
not have redundant cell manufacturing sites. In the event our cell production facility is damaged or destroyed or is subject to regulatory restrictions, our clinical
trial programs and other business prospects would be adversely affected.

Even if we obtain regulatory approvals to sell our products, lack of commercial acceptance could impair our business.

We will be seeking to obtain regulatory approvals to market our cell products for tissue repair and regeneration treatments. Even if we obtain all required
regulatory approvals, we cannot be certain that our products and processes will be accepted in the marketplace at a level that would allow us to operate
profitably. Our products may be unable to achieve commercial acceptance for a number of reasons, such as the availability of alternatives that are less expensive,
more effective, or easier to use; the perception of a low cost-benefit ratio for the product amongst physicians and hospitals; or an inadequate level of product
support from ourselves or a commercial partner. Our technologies or product candidates may not be employed in all potential applications being investigated,
and any reduction in applications would limit the market acceptance of our technologies and product candidates, and our potential revenues.

The market for our products will be heavily dependent on third party reimbursement policies.

Our ability to successfully commercialize our product candidates will depend on the extent to which government healthcare programs, such as Medicare
and Medicaid, as well as private health insurers, health maintenance organizations and other third party payors will pay for our products and related treatments.

-11 -




Table of Contents

Reimbursement by third party payors depends on a number of factors, including the payor’s determination that use of the product is safe and effective, not
experimental or investigational, medically necessary, appropriate for the specific patient and cost-effective. Reimbursement in the United States or foreign
countries may not be available or maintained for any of our product candidates. If we do not obtain approvals for adequate third party reimbursements, we may
not be able to establish or maintain price levels sufficient to realize an appropriate return on our investment in product development. Any limits on
reimbursement from third party payors may reduce the demand for, or negatively affect the price of, our products. For example, in the past, published studies
suggested that stem cell transplantation for breast cancer, which constituted a significant portion of the overall stem cell therapy market at the time, may have
limited clinical benefit. The lack of reimbursement for these procedures by insurance payors has negatively affected the marketability of our products in this
indication in the past.

Managing and reducing health care costs has been a general concern of federal and state governments in the United States and of foreign governments. In
addition, third party payors are increasingly challenging the price and cost-effectiveness of medical products and services, and many limit reimbursement for
newly approved health care products. In particular, third party payors may limit the indications for which they will reimburse patients who use any products that
we may develop. Cost control initiatives could decrease the price for products that we may develop, which would result in lower product revenues to us.

Use of animal-derived materials could harm our product development and commercialization efforts.

Some of the manufacturing materials and/or components we use in, and are critical to, implementation of our technology involve the use of animal-derived
products, including fetal bovine serum. Suppliers or regulatory changes may limit or restrict the availability of such materials for clinical and commercial use.
We currently purchase all of our fetal bovine sera from protected herds in Australia and New Zealand. These sources are considered to be the safest and raise the
least amount of concern from the global regulatory agencies. If, for example, the so-called “mad cow disease” occurs in New Zealand or in Australia, it may lead
to a restricted supply of the serum currently required for our product manufacturing processes. Any restrictions on these materials would impose a potential
competitive disadvantage for our products or prevent our ability to manufacture our cell products. The FDA has issued draft regulations for controls over bovine
materials. These proposed regulations do not appear to affect our ability to purchase the manufacturing materials we currently use. However, the FDA may issue
final regulations that could affect our operations. Our inability to develop or obtain alternative compounds would harm our product development and
commercialization efforts. There are certain limitations in the supply of certain animal-derived materials, which may lead to delays in our ability to complete
clinical trials or eventually to meet the anticipated market demand for our cell products.

Given our limited internal manufacturing, sales, marketing and distribution capabilities, we need to develop increased internal capability or
collaborative relationships to manufacture, sell, market and distribute our products.

We have only limited internal manufacturing, sales, marketing and distribution capabilities. As market needs develop, we intend to establish and operate
commercial-scale manufacturing facilities, which will need to comply with all applicable regulatory requirements. We will also need to develop new
configurations of our cell manufacturing system for these facilities to enable processes and cost efficiencies associated with large-scale manufacturing.
Establishing these facilities will require significant capital and expertise. We may need to make such expenditures when there are significant uncertainties as to
the market opportunity. Any delay in establishing, or difficulties in operating, these facilities will limit our ability to meet the anticipated market demand for our
cell products. We intend to get assistance to market some of our future cell products through collaborative relationships with companies with established sales,
marketing and distribution capabilities. Our inability to develop and maintain those relationships would limit our ability to market, sell and distribute our
products. Our inability to enter into successful, long-term relationships could require us to develop alternate arrangements at a time when we need sales,
marketing or distribution capabilities to meet existing demand. We may market one or more of our products through our own sales force. Our inability to develop
and retain a qualified sales force could limit our ability to market, sell and distribute our cell products.
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If we do not keep pace with our competitors and with technological and market changes, our products will become obsolete and our business may
suffer.

The markets for our products are very competitive, subject to rapid technological changes, and vary for different candidates and processes that directly
compete with our products. Our competitors may have developed, or could in the future develop, new technologies that compete with our products or even
render our products obsolete. As an example, in the past, published studies have suggested that hematopoietic stem cell therapy use for bone marrow
transplantation, following marrow ablation due to chemotherapy, may have limited clinical benefit in the treatment of breast cancer, which was a significant
portion of the overall hematopoietic stem cell transplant market. This resulted in the practical elimination of this market for our cell-based product for this
application.

Our cell manufacturing system is designed to improve and automate the processes for producing cells used in therapeutic procedures. Even if we are able
to demonstrate improved or equivalent results, the cost or process of treatment and other factors may cause researchers and practitioners to not use our products
and we could suffer a competitive disadvantage. Finally, to the extent that others develop new technologies that address the targeted application for our products,
our business will suffer.

Risks Related to Intellectual Property
If our patents and proprietary rights do not provide substantial protection, then our business and competitive position will suffer.

Our success depends in large part on our ability to develop or license and protect proprietary products and technologies. However, patents may not be
granted on any of our pending or future patent applications. Also, the scope of any of our issued patents may not be sufficiently broad to offer meaningful
protection. In addition, our issued patents or patents licensed to us could be successfully challenged, invalidated or circumvented so that our patent rights would
not create an effective competitive barrier. Certain patent equivalents to the U.S. patents have also been issued in other jurisdictions including Australia, Japan,
the Republic of Korea, Canada and under the European Convention. Furthermore, we rely on exclusive, world-wide licenses relating to the production of human
cells granted to us by the University of Michigan for certain of our patent rights. If we materially breach such agreements or otherwise fail to materially comply
with such agreements, or if such agreements expire or are otherwise terminated by us, we may lose our rights under the patents held by the University of
Michigan. At the latest, each of these licenses will terminate when the patent underlying the license expires. The first of these underlying patents will expire on
March 21, 2012. We also rely on trade secrets and unpatentable know-how that we seek to protect, in part, by confidentiality agreements with our employees,
consultants, suppliers and licensees. These agreements may be breached, and we might not have adequate remedies for any breach. If this were to occur, our
business and competitive position would suffer.

Intellectual property litigation could harm our business.

Our success will also depend in part on our ability to develop commercially viable products without infringing the proprietary rights of others. Although
we have not been subject to any filed infringement claims, other patents could exist or could be filed which would prohibit or limit our ability to market our
products or maintain our competitive position. In the event of an intellectual property dispute, we may be forced to litigate. Intellectual property litigation would
divert management’s attention from developing our products and would force us to incur substantial costs regardless of whether we are successful. An adverse
outcome could subject us to significant liabilities to third parties, and force us to curtail or cease the development and sale of our products and processes.
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The government maintains certain rights in technology that we develop using government grant money and we may lose the revenues from such
technology if we do not commercialize and utilize the technology pursuant to established government guidelines.

Certain of our and our licensors’ research have been or are being funded in part by government grants. As a result of such funding, the U.S. Government
has established guidelines and have certain rights in the technology developed with the grant. If we fail to meet these guidelines, we would lose our exclusive
rights to these products, and we would lose potential revenue derived from the sale of these products.

Potential product liability claims could affect our earnings and financial condition.

We face an inherent business risk of exposure to product liability claims in the event that the manufacture and/or use of our products during clinical trials,
or after commercialization, results in adverse events. As a result, we may incur significant product liability exposure, which could exceed existing insurance
coverage. We may not be able to maintain adequate levels of insurance at reasonable cost and/or reasonable terms. Excessive insurance costs or uninsured claims
would increase our operating loss and affect our financial condition.

Risks Related to an Investment in our Common Stock

Our stock price has been volatile and future sales of substantial numbers of our shares could have an adverse affect on the market price of our shares.

The market price of shares of our common stock has been volatile, ranging in closing price between $1.34 and $4.16 during the twelve month period
ended June 30, 2010. The price of our common stock may continue to fluctuate in response to a number of events and factors, such as:

. clinical trial results;

. the amount of our cash resources and our ability to obtain additional funding;

. announcements of research activities, business developments, technological innovations or new products by us or our competitors;
. entering into or terminating strategic relationships;

. changes in government regulation;

. disputes concerning patents or proprietary rights;

. changes in our revenues or expense levels;

. public concern regarding the safety, efficacy or other aspects of the products or methodologies we are developing;
. news or reports from other stem cell, cell therapy or regenerative medicine companies;

. reports by securities analysts;

. status of the investment markets;

. concerns related to management transitions; and

. delisting from the NASDAQ Capital Market.
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Any of these events may cause the price of our shares to fall, which may adversely affect our business and financing opportunities. In addition, the stock
market in general and the market prices for biotechnology companies in particular have experienced significant volatility recently that often has been unrelated
to the operating performance or financial conditions of such companies. These broad market and industry fluctuations may adversely affect the trading price of
our stock, regardless of our operating performance or prospects.

The sale of our common stock through future equity offerings may cause dilution and could cause the price of our common stock to decline.

We have registered $75,000,000 of securities for public sale pursuant to this prospectus. We are entitled under our amended and restated articles of
incorporation to issue up to 62,500,000 shares of common stock, no par value per share, and 5,000,000 shares of preferred stock, no par value per share. As of
September 30, 2010, we had issued and outstanding 28,251,787 shares of common stock, 9,985,000 shares of common stock reserved for issuance upon the
exercise of current outstanding options and warrants, and 335,921 shares of common stock reserved for issuance of additional grants under our 2009 Omnibus
Incentive Plan. Accordingly, we will be able to issue up to 23,927,292 additional shares of common stock and 5,000,000 shares of preferred stock. Sales of our
common stock offered through future equity offerings, including sales of our securities under this prospectus, may result in substantial dilution to the interests of
other holders of our common stock. The sale of a substantial number of shares of our common stock to potential investors, or anticipation of such sales, could
make it more difficult for us to sell equity or equity-related securities in the future at a time and at a price that we might otherwise wish to effect sales.

Our corporate documents and Michigan law contain provisions that may make it more difficult for us to be acquired.

Our Board of Directors has the authority, without shareholder approval, to issue additional shares of preferred stock and to fix the rights, preferences,
privileges and restrictions of these shares without any further vote or action by our shareholders. Michigan law contains a provision that makes it more difficult
for a 10% shareholder, or its officers, to acquire a company. This authority, together with certain provisions of our charter documents, may have the effect of
making it more difficult for a third party to acquire, or of discouraging a third party from attempting to acquire, control of our company. This effect could occur
even if our shareholders consider the change in control to be in their best interest.
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CAUTIONARY STATEMENT REGARDING FORWARD-LOOKING STATEMENTS

This prospectus, including the documents that we incorporate by reference, contains forward-looking statements within the meaning of Section 27A of the
Securities Act and Section 21E of the Securities Exchange Act. Any statements about our expectations, beliefs, plans, objectives, assumptions or future events or
performance are not historical facts and may be forward-looking. These statements are often, but are not always, made through the use of words or phrases such
as “anticipates,” “estimates,” “plans,” “projects,” “trends,” “opportunity,” “comfortable,” “current,” “intention,” “position,” “assume,” “potential,” “outlook,”
“remain,” “continue,” “maintain,” “sustain,” “seek,” “achieve,” “continuing,” “ongoing,” “expects,” “believe,” “intend” and similar words or phrases, or future
or conditional verbs such as “will,” “would,” “should,” “could,” “may,” or similar expressions. Accordingly, these statements involve estimates, assumptions and
uncertainties which could cause actual results to differ materially from those expressed in them. Any forward-looking statements are qualified in their entirety by
reference to the factors discussed throughout this report, and in particular those factors referenced in the section “Risk Factors.”

” < < 2« 2 ” <« ” <« 2 s »  « 2«
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Because the factors referred to in the preceding paragraph could cause actual results or outcomes to differ materially from those expressed in any forward-
looking statements we make, you should not place undue reliance on any such forward-looking statements. Further, any forward-looking statement speaks only
as of the date on which it is made, and we undertake no obligation to update any forward-looking statement or statements to reflect events or circumstances after
the date on which such statement is made or to reflect the occurrence of unanticipated events. New factors emerge from time to time, and it is not possible for us
to predict which factors will arise. In addition, we cannot assess the impact of each factor on our business or the extent to which any factor, or combination of
factors, may cause actual results to differ materially from those contained in any forward-looking statements. These forward-looking statements include, but are
not limited to, statements regarding:

. potential strategic collaborations with others;

. future capital needs;

. adequacy of existing capital to support operations for a specified time;
. product development and marketing plan;

. clinical trial plans and anticipated results;

. anticipation of future losses;

. commercialization plans; or

. revenue expectations and operating results.

HOW WE INTEND TO USE THE PROCEEDS

We cannot guarantee that we will receive any proceeds in connection with this offering because we may be unable or choose not to issue and sell any
securities covered by this prospectus.

Unless otherwise provided in a supplement or amendment to this prospectus, we intend to use any net proceeds from this offering, together with other
available funds, for operating costs, including continuing to conduct our clinical development programs, capital expenditures and working capital needs and for
other general corporate purposes.

We have not specifically identified the precise amounts we will spend on each of these areas or the timing of these expenditures. The amounts actually
expended for each purpose may vary significantly depending upon numerous factors, including the amount and timing of the proceeds from this offering,
progress with clinical product development and other cell therapy application programs. In addition, expenditures may also depend on the establishment of new
collaborative arrangements with other companies, the availability of other financing, and other factors.

We will be required to raise substantial additional capital to continue to fund the clinical development of our cell therapy applications. We may raise
additional capital through additional public or private financings, as well as collaborative relationships, incurring debt and other available sources. Please see the
discussion of the risks associated with our liquidity in the section “Risk Factors.”
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PLAN OF DISTRIBUTION

The securities being offered may be sold in one or more transactions at fixed prices, at prevailing market prices at the time of sale, at prices related to

the prevailing market prices, at varying prices determined at the time of sale, or at negotiated prices. These sales may be effected at various times in one or more
of the following transactions, or in other kinds of transactions:

methods.

through underwriters for resale to the public or investors;

transactions on the Nasdaq Stock Market or on any national securities exchange or U.S. inter-dealer system of a registered national securities
association on which our common stock may be listed or quoted at the time of sale;

in the over-the-counter market;
in private transactions and transactions otherwise than on these exchanges or systems or in the over-the-counter market;

in “at the market” offerings, within the meaning of Rule 415(a)(4) of the Securities Act of 1933, as amended, or the Securities Act, to or through a
market maker or into an existing trading market, on an exchange or otherwise;

in connection with short sales of the shares;
by pledge to secure debt and other obligations;
through the writing of options, whether the options are listed on an options exchange or otherwise;

in connection with the writing of non-traded and exchange-traded call options, in hedge transactions and in settlement of other transactions in
standardized or over-the-counter options;

through a combination of any of the above transactions; or
any other method permitted by law.

We may sell our securities directly to one or more purchasers, or to or through underwriters, dealers or agents or through a combination of those
The related prospectus supplement will set forth the terms of each offering, including:

the name or names of any agents, dealers, underwriters or investors who purchase the securities;

the purchase price of the securities being offered and the proceeds we will receive from the sale;

the amount of any compensation, discounts commissions or fees to be received by the underwriters, dealer or agents;

any over-allotment options under which underwriters may purchase additional securities from us;

any discounts or concessions allowed or reallowed or paid to dealers;

any securities exchanges on which such securities may be listed;

the terms of any indemnification provisions, including indemnification from liabilities under the federal securities laws; and

the nature of any transaction by an underwriter, dealer or agent during the offering that is intended to stabilize or maintain the market price of the
securities.
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In addition, any securities covered by this prospectus that qualify for sale pursuant to Regulation S may be sold pursuant to Regulation S rather than
pursuant to this prospectus.

In connection with the sale of our securities, underwriters may receive compensation from us or from purchasers of our securities in the form of
discounts, concessions or commissions. Underwriters, dealers and agents that participate in the distribution of our securities may be deemed to be underwriters.
Discounts or commissions they receive and any profit on their resale of our securities may be considered underwriting discounts and commissions under the
Securities Act.

We may agree to indemnify underwriters, dealers and agents who participate in the distribution of our securities against various liabilities, including
liabilities under the Securities Act. We may also agree to contribute to payments that the underwriters, dealers or agents may be required to make in respect of
these liabilities. We may authorize dealers or other persons who act as our agents to solicit offers by various institutions to purchase our securities from us under
contracts that provide for payment and delivery on a future date. We may enter into these contracts with commercial and savings banks, insurance companies,
pension funds, investment companies, educational and charitable institutions and others. If we enter into these agreements concerning any series of our
securities, we will indicate that in the prospectus supplement or amendment.

In connection with an offering of our securities, underwriters may engage in transactions that stabilize, maintain or otherwise affect the price of our
securities. Specifically, underwriters may over-allot in connection with the offering, creating a syndicate short position in our securities for their own account. In
addition, underwriters may bid for, and purchase, our securities in the open market to cover short positions or to stabilize the price of our securities. Finally,
underwriters may reclaim selling concessions allowed for distributing our securities in the offering if the underwriters repurchase previously distributed
securities in transactions to cover short positions, in stabilization transactions or otherwise. Any of these activities may stabilize or maintain the market price of
our securities above independent market levels. Underwriters are not required to engage in any of these activities and may end any of these activities at any time.
Agents and underwriters may engage in transactions with, or perform services for, us and our affiliates in the ordinary course of business.

THE SECURITIES WE MAY OFFER

The descriptions of the securities contained in this prospectus, together with the applicable prospectus supplements, summarize all the material terms and
provisions of the various types of securities that we may offer. We will describe in the applicable prospectus supplement the particular terms of the securities
offered by that prospectus supplement. If we so indicate in the applicable prospectus supplement, the terms of the securities may differ from the terms we have
summarized below. We will also include in the prospectus supplement information, where applicable, about material United States federal income tax
considerations relating to the securities and the securities exchange, if any, on which the securities will be listed.

DESCRIPTION OF CAPITAL STOCK

The following description of our capital stock and certain provisions of our Charter and our amended and restated bylaws, or Bylaws, is a summary and is
qualified in its entirety by the provisions of our Charter and Bylaws.

Our authorized capital stock consists of 62,500,000 shares of common stock, no par value per share, and 5,000,000 shares of preferred stock, no par value per
share.
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Common Stock

Holders of our common stock are entitled to one vote for each share held of record on all matters submitted to a vote of shareholders and do not have
cumulative voting rights. Holders of common stock have no preemptive, redemption or conversion rights and are not subject to future calls or assessments. No
sinking fund provisions apply to our common stock. All outstanding shares are fully-paid and non-assessable. In the event of our liquidation, dissolution or
winding up, holders of common stock are entitled to share ratably in assets available for distribution, subject to prior distribution rights of any preferred stock
then outstanding. Holders of common stock are entitled to receive proportionately any such dividends declared by the board of directors, out of legally available
funds for dividends, subject to any preferences that may be applicable to any shares of preferred stock that may be outstanding at that time. The rights,
preferences and privileges of holders of common stock are set forth in our Charter, which may be amended by the holders of a majority of the outstanding shares
of common stock.

Preferred Stock

Our Board is authorized to issue up to 5,000,000 shares of preferred stock in one or more series without shareholder approval. Our Board may determine the
rights, preferences, privileges and restrictions, including voting rights, dividend rights, conversion rights, redemption privileges and liquidation preferences, of
each series of preferred stock.

The purpose of authorizing our Board to issue preferred stock in one or more series and determine the number of shares in the series and its rights and
preferences is to eliminate delays associated with a shareholder vote on specific issuances. Examples of rights and preferences that the Board may fix are:

. dividend rights,

. dividend rates,

. conversion rights,

. voting rights,

. terms of redemption, and
. liquidation preferences.

The issuance of preferred stock, while providing desirable flexibility in connection with possible acquisitions and other corporate purposes, could make it
more difficult for a third party to acquire, or could discourage a third party from acquiring, a majority of our outstanding voting stock. The rights of holders of
our common stock described above, will be subject to, and may be adversely affected by, the rights of any preferred stock that we may designate and issue in the
future.

We will incorporate by reference as an exhibit to the registration statement, which includes this prospectus, the form of any certificate of designation that
describes the terms of the series of preferred stock we are offering. This description and the applicable prospectus supplement will include:

. the title and stated value;

. the number of shares authorized;

. the liquidation preference per share;

. the purchase price;

. the dividend rate, period and payment date, and method of calculation for dividends;

. whether dividends will be cumulative or non-cumulative and, if cumulative, the date from which dividends will accumulate;
. the procedures for any auction and remarketing, if any;
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. the provisions for a sinking fund, if any;

. the provisions for redemption or repurchase, if applicable, and any restrictions on our ability to exercise those redemption and repurchase rights;

. any listing of the preferred stock on any securities exchange or market;

. whether the preferred stock will be convertible into our common stock, and, if applicable, the conversion price, or how it will be calculated, and the

conversion period;

. whether the preferred stock will be exchangeable into debt securities, and, if applicable, the exchange price, or how it will be calculated, and the
exchange period;

. voting rights, if any, of the preferred stock;

. preemptive rights, if any;

. restrictions on transfer, sale or other assignment, if any;

. whether interests in the preferred stock will be represented by depositary shares;

. a discussion of any material United States federal income tax considerations applicable to the preferred stock;

. the relative ranking and preferences of the preferred stock as to dividend rights and rights if we liquidate, dissolve or wind up our affairs;

. any limitations on issuance of any class or series of preferred stock ranking senior to or on a parity with the series of preferred stock as to dividend rights

and rights if we liquidate, dissolve or wind up our affairs; and
. any other specific terms, preferences, rights or limitations of, or restrictions on, the preferred stock.

When we issue shares of preferred stock under this prospectus, the shares will fully be paid and nonassessable and will not have, or be subject to, any
preemptive or similar rights.

The Michigan Business Corporation Act, or the MBCA, provides that the holders of preferred stock will have the right to vote separately as a class on any
proposal involving an increase or decrease in the authorized number of shares of that class, or changes in the powers, preferences or special rights of holders of
that preferred stock so as to affect the class adversely. This right is in addition to any voting rights that may be provided for in the applicable certificate of
designation.

Michigan Law and Certain Charter and By-Law Provisions

We are subject to certain anti-takeover provisions of the MBCA that could delay or make more difficult a merger or tender offer involving Aastrom.
Chapter 7A of the MBCA prevents, in general, an “interested shareholder” (defined generally as a person owning 10% or more of a corporation’s outstanding
voting shares) from engaging in a “business combination” (as defined therein) with a Michigan corporation unless: (a) the board of directors issues an advisory
statement, holders of 90% of the shares of each class of stock entitled to vote approve the transaction, and holders of two-thirds of the “disinterested” shares of
each class of stock approve the transaction; or (b) the interested shareholder has been an interested shareholder for at least five years and has not acquired
beneficial ownership of any additional shares of the corporation subsequent to the transaction which resulted in such shareholder being classified as an interested
shareholder, and meets certain requirements, including provisions relating to the fairness of the price and the form of consideration paid; or (c) the board of
directors, by resolution, exempts a particular interested shareholder from these provisions prior to the interested shareholder becoming an interested shareholder.
The MBCA also contains certain other provisions that could have anti-takeover effects.
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Our Charter does not provide shareholders with the right to act without a meeting and does not provide for cumulative voting in the election of directors. The
amendment of any of these provisions would require approval by holders of at least a majority of the shares of our outstanding common stock.

These and other provisions of our Charter or Bylaws could have the effect of deterring certain takeovers or delaying or preventing certain changes in control
or management of Aastrom, including transactions in which shareholders might otherwise receive a premium for their shares over then-current market prices.

Transfer Agent and Registrar

The transfer agent and registrar for our common stock is Continental Stock Transfer & Trust Company.

DESCRIPTION OF DEBT SECURITIES

The paragraphs below describe the general terms and provisions of the debt securities we may issue. When we offer to sell a particular series of debt
securities, we will describe the specific terms of the securities in a supplement to this prospectus, including any additional covenants or changes to existing
covenants relating to such series. The prospectus supplement also will indicate whether the general terms and provisions described in this prospectus apply to a
particular series of debt securities. You should read the actual indenture if you do not fully understand a term or the way we use it in this prospectus.

We may offer senior or subordinated debt securities. Each series of debt securities may have different terms. The senior debt securities will be issued
under one or more senior indentures, dated as of a date prior to such issuance, between us and the trustee identified in the applicable prospectus supplement, as
amended or supplemented from time to time. We will refer to any such indenture throughout this prospectus as the “senior indenture.” Any subordinated debt
securities will be issued under one or more separate indentures, dated as of a date prior to such issuance, between us and the trustee identified in the applicable
prospectus supplement, as amended or supplemented from time to time. We will refer to any such indenture throughout this prospectus as the “subordinated
indenture” and to the trustee under the senior or subordinated indenture as the “trustee.” The senior indenture and the subordinated indenture are sometimes
collectively referred to in this prospectus as the “indentures.” The indentures will be subject to and governed by the Trust Indenture Act of 1939, as amended. We
included copies of the forms of the indentures as exhibits to our registration statement and they are incorporated into this prospectus by reference.

If we issue debt securities at a discount from their principal amount, then, for purposes of calculating the aggregate initial offering price of the offered
securities issued under this prospectus, we will include only the initial offering price of the debt securities and not the principal amount of the debt securities.

We have summarized below the material provisions of the indentures and the debt securities, or indicated which material provisions will be described in
the related prospectus supplement. The prospectus supplement relating to any particular securities offered will describe the specific terms of the securities, which
may be in addition to or different from the general terms summarized in this prospectus. Because the summary in this prospectus and in any prospectus
supplement does not contain all of the information that you may find useful, you should read the documents relating to the securities that are described in this
prospectus or in any applicable prospectus supplement. Please read “Where You Can Find More Information” to find out how you can obtain a copy of those
documents. Except as otherwise indicated, the terms of the indentures are identical. As used under this caption, the term “debt securities” includes the debt
securities being offered by this prospectus and all other debt securities issued by us under the indentures.

-21-




Table of Contents

General

The indentures:

do not limit the amount of debt securities that we may issue;

allow us to issue debt securities in one or more series;

do not require us to issue all of the debt securities of a series at the same time;

allow us to reopen a series to issue additional debt securities without the consent of the holders of the debt securities of such series; and

provide that the debt securities will be unsecured, except as may be set forth in the applicable prospectus supplement.

Unless we give you different information in the applicable prospectus supplement, the senior debt securities will be unsubordinated obligations and will
rank equally with all of our other unsecured and unsubordinated indebtedness. Payments on the subordinated debt securities will be subordinated to the prior
payment in full of all of our senior indebtedness, as described under “Description of Debt Securities—Subordination” and in the applicable prospectus

supplement.

Each indenture provides that we may, but need not, designate more than one trustee under an indenture. Any trustee under an indenture may resign or
be removed and a successor trustee may be appointed to act with respect to the series of debt securities administered by the resigning or removed trustee. If two
or more persons are acting as trustee with respect to different series of debt securities, each trustee shall be a trustee of a trust under the applicable indenture
separate and apart from the trust administered by any other trustee. Except as otherwise indicated in this prospectus, any action described in this prospectus to be

taken by each trustee may be taken by each trustee with respect to, and only with respect to, the one or more series of debt securities for which it is trustee under
the applicable indenture.

The prospectus supplement for each offering will provide the following terms, where applicable:

the title of the debt securities and whether they are senior or subordinated;

the aggregate principal amount of the debt securities being offered, the aggregate principal amount of the debt securities outstanding as of the
most recent practicable date and any limit on their aggregate principal amount, including the aggregate principal amount of debt securities
authorized;

the price at which the debt securities will be issued, expressed as a percentage of the principal and, if other than the principal amount thereof, the
portion of the principal amount thereof payable upon declaration of acceleration of the maturity thereof or, if applicable, the portion of the
principal amount of such debt securities that is convertible into common stock or other securities of Aastrom or the method by which any such
portion shall be determined;

if convertible, the terms on which such debt securities are convertible, including the initial conversion price or rate and the conversion period and
any applicable limitations on the ownership or transferability of common stock or other securities of Aastrom received on conversion;

the date or dates, or the method for determining the date or dates, on which the principal of the debt securities will be payable;

-22 -




Table of Contents

. the fixed or variable interest rate or rates of the debt securities, or the method by which the interest rate or rates is determined;

. the date or dates, or the method for determining the date or dates, from which interest will accrue;

. the dates on which interest will be payable;

. the record dates for interest payment dates, or the method by which such dates will be determine;

. the persons to whom interest will be payable;

. the basis upon which interest will be calculated if other than that of a 360-day year of twelve 30-day months;

. any make-whole amount, which is the amount in addition to principal and interest that is required to be paid to the holder of a debt security as a

result of any optional redemption or accelerated payment of such debt security, or the method for determining the make-whole amount;

. the place or places where the principal of, and any premium or make-whole amount, and interest on, the debt securities will be payable;

. where the debt securities may be surrendered for registration of transfer or conversion or exchange;

. where notices or demands to or upon us in respect of the debt securities and the applicable indenture may be served;

. the times, prices and other terms and conditions upon which we may redeem the debt securities;

. any obligation we have to redeem, repay or purchase the debt securities pursuant to any sinking fund or analogous provision or at the option of
holders of the debt securities, and the times and prices at which we must redeem, repay or purchase the debt securities as a result of such
obligation;

. the currency or currencies in which the debt securities are denominated and payable if other than United States dollars, which may be a foreign

currency or units of two or more foreign currencies or a composite currency or currencies and the terms and conditions relating thereto, and the
manner of determining the equivalent of such foreign currency in United States dollars;

. whether the principal of, and any premium or make-whole amount, or interest on, the debt securities of the series are to be payable, at our
election or at the election of a holder, in a currency or currencies other than that in which the debt securities are denominated or stated to be
payable, and other related terms and conditions;

. whether the amount of payments of principal of, and any premium or make-whole amount, or interest on, the debt securities may be determined
according to an index, formula or other method and how such amounts will be determined;
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. whether the debt securities will be in registered form, bearer form or both and (i) if in registered form, the person to whom any interest shall be
payable, if other than the person in whose name the security is registered at the close of business on the regular record date for such interest, or
(ii) if in bearer form, the manner in which, or the person to whom, any interest on the security shall be payable if otherwise than upon
presentation and surrender upon maturity;

. any restrictions applicable to the offer, sale or delivery of securities in bearer form and the terms upon which securities in bearer form of the
series may be exchanged for securities in registered form of the series and vice versa, if permitted by applicable laws and regulations;

. whether any debt securities of the series are to be issuable initially in temporary global form and whether any debt securities of the series are to
be issuable in permanent global form with or without coupons and, if so, whether beneficial owners of interests in any such permanent global
security may, or shall be required to, exchange their interests for other debt securities of the series, and the manner in which interest shall be paid;

. the identity of the depositary for securities in registered form, if such series are to be issuable as a global security;

. the date as of which any debt securities in bearer form or in temporary global form shall be dated if other than the original issuance date of the
first security of the series to be issued;

. the applicability, if any, of the defeasance and covenant defeasance provisions described in this prospectus or in the applicable indenture;

. whether and under what circumstances we will pay any additional amounts on the debt securities in respect of any tax, assessment or
governmental charge and, if so, whether we will have the option to redeem the debt securities in lieu of making such a payment;

. whether and under what circuamstances the debt securities being offered are convertible into common stock or other securities of Aastrom, as the
case may be, including the conversion price or rate and the manner or calculation thereof;

. the circumstances, if any, specified in the applicable prospectus supplement, under which beneficial owners of interests in the global security
may obtain definitive debt securities and the manner in which payments on a permanent global debt security will be made if any debt securities
are issuable in temporary or permanent global form;

. any provisions granting special rights to holders of securities upon the occurrence of such events as specified in the applicable prospectus
supplement;
. if the debt securities of such series are to be issuable in definitive form only upon receipt of certain certificates or other documents or satisfaction

of other conditions, then the form and/or terms of such certificates, documents or conditions;

. the name of the applicable trustee and the nature of any material relationship with us or any of our affiliates, and the percentage of debt securities
of the class necessary to require the trustee to take action;

. any deletions from, modifications of or additions to our events of default or covenants with regard to such debt securities and any change in the
right of any trustee or any of the holders to declare the principal amount of any of such debt securities due and payable;

. applicable CUSIP numbers; and

. any other terms of such debt securities not inconsistent with the provisions of the applicable indenture.
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We may issue debt securities that provide for less than the entire principal amount thereof to be payable upon declaration of acceleration of the maturity
of the debt securities. We refer to any such debt securities throughout this prospectus as “original issue discount securities.” The applicable prospectus
supplement will describe the United States federal income tax consequences and other relevant considerations applicable to original issue discount securities.

We also may issue indexed debt securities. Payments of principal of, and premium and interest on, indexed debt securities are determined with
reference to the rate of exchange between the currency or currency unit in which the debt security is denominated and any other currency or currency unit
specified by us, to the relationship between two or more currencies or currency units or by other similar methods or formulas specified in the prospectus
supplement.

Except as described under “—Merger, Consolidation or Sale of Assets” or as may be set forth in any prospectus supplement, the debt securities will not
contain any provisions that (i) would limit our ability to incur indebtedness or (ii) would afford holders of debt securities protection in the event of (a) a highly
leveraged or similar transaction involving us, or (b) a change of control or reorganization, restructuring, merger or similar transaction involving us that may
adversely affect the holders of the debt securities. In the future, we may enter into transactions, such as the sale of all or substantially all of our assets or a merger
or consolidation, that may have an adverse effect on our ability to service our indebtedness, including the debt securities, by, among other things, substantially
reducing or eliminating our assets.

Neither the MBCA nor our governing instruments define the term “substantially all” as it relates to the sale of assets. Additionally, Michigan cases
interpreting the term “substantially all” rely upon the facts and circumstances of each particular case. Consequently, to determine whether a sale of “substantially
all” of our assets has occurred, a holder of debt securities must review the financial and other information that we have disclosed to the public.

We will provide you with more information in the applicable prospectus supplement regarding any deletions, modifications, or additions to the events
of default or covenants that are described below, including any addition of a covenant or other provision providing event risk or similar protection.

Payment

Unless we give you different information in the applicable prospectus supplement, the principal of, and any premium or make-whole amount, and
interest on, any series of the debt securities will be payable at the corporate trust office of the trustee. We will provide you with the address of the trustee in the
applicable prospectus supplement. We may also pay interest by mailing a check to the address of the person entitled to it as it appears in the applicable register
for the debt securities or by wire transfer of funds to that person at an account maintained within the United States.

All monies that we pay to a paying agent or a trustee for the payment of the principal of, and any premium or make-whole amount, or interest on, any
debt security will be repaid to us if unclaimed at the end of two years after the obligation underlying payment becomes due and payable. After funds have been
returned to us, the holder of the debt security may look only to us for payment, without payment of interest for the period which we hold the funds.
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Denomination, Interest, Registration and Transfer

Unless otherwise described in the applicable prospectus supplement, the debt securities of any series will be issuable in denominations of $1,000 and
integral multiples of $1,000.

Subject to the limitations imposed upon debt securities that are evidenced by a computerized entry in the records of a depository company rather than
by physical delivery of a note, a holder of debt securities of any series may:

. exchange them for any authorized denomination of other debt securities of the same series and of a like aggregate principal amount and kind
upon surrender of such debt securities at the corporate trust office of the applicable trustee or at the office of any transfer agent that we designate
for such purpose; and

. surrender them for registration of transfer or exchange at the corporate trust office of the applicable trustee or at the office of any transfer agent
that we designate for such purpose.

Every debt security surrendered for registration of transfer or exchange must be duly endorsed or accompanied by a written instrument of transfer
satisfactory to the applicable trustee or transfer agent. Payment of a service charge will not be required for any registration of transfer or exchange of any debt
securities, but we or the trustee may require payment of a sum sufficient to cover any tax or other governmental charge payable in connection therewith. If in
addition to the applicable trustee, the applicable prospectus supplement refers to any transfer agent initially designated by us for any series of debt securities, we
may at any time rescind the designation of any such transfer agent or approve a change in the location through which any such transfer agent acts, except that we
will be required to maintain a transfer agent in each place of payment for such series. We may at any time designate additional transfer agents for any series of
debt securities.

Neither we, nor any trustee, will be required to:

. issue, register the transfer of or exchange debt securities of any series during a period beginning at the opening of business 15 days before the
day that the notice of redemption of any debt securities selected for redemption is mailed and ending at the close of business on the day of such
mailing;

. register the transfer of or exchange any debt security, or portion thereof, so selected for redemption, in whole or in part, except the unredeemed

portion of any debt security being redeemed in part; and
. issue, register the transfer of or exchange any debt security that has been surrendered for repayment at the option of the holder, except the
portion, if any, of such debt security not to be so repaid.
Merger, Consolidation or Sale of Assets

The indentures provide that we may, without the consent of the holders of any outstanding debt securities, (i) consolidate with, (ii) sell, lease or convey
all or substantially all of our assets to, or (iii) merge with or into, any other entity provided that:

. either we are the continuing entity, or the successor entity, if other than us, assumes the obligations (a) to pay the principal of, and any premium
or make-whole amount, and interest on, all of the debt securities and (b) to duly perform and observe all of the covenants and conditions
contained in each indenture;

. after giving effect to the transaction, there is no event of default under the indentures and no event which, after notice or the lapse of time, or
both, would become such an event of default, occurs and continues; and

. an officers’ certificate and legal opinion covering such conditions are delivered to each applicable trustee.
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Covenants

Existence. Except as described under “—Merger, Consolidation or Sale of Assets,” the indentures require us to do or cause to be done all things
necessary to preserve and keep in full force and effect our existence, rights and franchises. However, the indentures do not require us to preserve any right or
franchise if we determine that any right or franchise is no longer desirable in the conduct of our business.

Payment of taxes and other claims. The indentures require us to pay, discharge or cause to be paid or discharged, before they become delinquent (i) all
taxes, assessments and governmental charges levied or imposed on us, our subsidiaries or our or our subsidiaries’ income, profits or property, and (ii) all lawful
claims for labor, materials and supplies which, if unpaid, might by law become a lien upon our property or the property of our subsidiaries. However, we will not
be required to pay, discharge or cause to be paid or discharged any such tax, assessment, charge or claim whose amount, applicability or validity is being
contested in good faith by appropriate proceedings.

Provision of financial information. The indentures require us to (i) within 15 days of each of the respective dates by which we are required to file our
annual reports, quarterly reports and other documents with the SEC, file with the trustee copies of the annual report, quarterly report and other documents that
we file with the SEC under Section 13 or 15(d) of the Exchange Act, (ii) file with the trustee and the SEC any additional information, documents and reports
regarding compliance by us with the conditions and covenants of the indentures, as required, (iii) within 30 days after the filing with the trustee, mail to all
holders of debt securities, as their names and addresses appear in the applicable register for such debt securities, without cost to such holders, summaries of any
documents and reports required to be filed by us pursuant to (i) and (ii) above, and (iv) supply, promptly upon written request and payment of the reasonable cost
of duplication and delivery, copies of such documents to any prospective holder.

Additional covenants. The applicable prospectus supplement will set forth any additional covenants of Aastrom relating to any series of debt securities.

Events of Default, Notice and Waiver

Unless the applicable prospectus supplement states otherwise, when we refer to “events of default” as defined in the indentures with respect to any
series of debt securities, we mean:

. default in the payment of any installment of interest on any debt security of such series continuing for 30 days;

. default in the payment of principal of, or any premium or make-whole amount on, any debt security of such series for five business days at its
stated maturity;

. default in making any sinking fund payment as required for any debt security of such series for five business days;

. default in the performance or breach of any covenant or warranty in the debt securities or in the indenture by Aastrom continuing for 60 days
after written notice as provided in the applicable indenture, but not of a covenant added to the indenture solely for the benefit of a series of debt
securities issued thereunder other than such series;
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. a default under any bond, debenture, note, mortgage, indenture or instrument:
(i) having an aggregate principal amount of at least $75,000,000; or

(ii) under which there may be issued, secured or evidenced any existing or later created indebtedness for money borrowed by us or our
subsidiaries, if we are directly responsible or liable as obligor or guarantor,

if the default results in the indebtedness becoming or being declared due and payable prior to the date it otherwise would have, without such
indebtedness having been discharged, or such acceleration having been rescinded or annulled, within 30 days after notice to the issuing
company specifying such default. Such notice shall be given to us by the trustee, or to us and the trustee by the holders of at least 10% in
principal amount of the outstanding debt securities of that series. The written notice shall specify such default and require us to cause such
indebtedness to be discharged or cause such acceleration to be rescinded or annulled and shall state that such notice is a “Notice of Default”
under such indenture;

. bankruptcy, insolvency or reorganization, or court appointment of a receiver, liquidator or trustee of Aastrom or any significant subsidiary of
Aastrom; and

. any other event of default provided with respect to a particular series of debt securities.

When we use the term “significant subsidiary,” we refer to the meaning ascribed to such term in Rule 1-02 of Regulation S-X promulgated under the
Securities Act.

If an event of default occurs and is continuing with respect to debt securities of any series outstanding, then the applicable trustee or the holders of 25%
or more in principal amount of the debt securities of that series will have the right to declare the principal amount of all the debt securities of that series to be due
and payable. If the debt securities of that series are original issue discount securities or indexed securities, then the applicable trustee or the holders of 25% or
more in principal amount of the debt securities of that series will have the right to declare the portion of the principal amount as may be specified in the terms
thereof to be due and payable. However, at any time after such a declaration of acceleration has been made, but before a judgment or decree for payment of the
money due has been obtained by the applicable trustee, the holders of at least a majority in principal amount of outstanding debt securities of such series or of all
debt securities then outstanding under the applicable indenture may rescind and annul such declaration and its consequences if:

. we have deposited with the applicable trustee all required payments of the principal, any premium or make-whole amount, interest and, to the
extent permitted by law, interest on overdue installment of interest, plus applicable fees, expenses, disbursements and advances of the applicable
trustee; and

. all events of default, other than the non-payment of accelerated principal, or a specified portion thereof, and any premium or make-whole
amount, have been cured or waived.

The indentures also provide that the holders of at least a majority in principal amount of the outstanding debt securities of any series or of all debt
securities then outstanding under the applicable indenture may, on behalf of all holders, waive any past default with respect to such series and its consequences,
except a default:

. in the payment of the principal, any premium or make-whole amount, or interest;

. in respect of a covenant or provision contained in the applicable indenture that cannot be modified or amended without the consent of the holders
of the outstanding debt security that is affected by the default; or

. in respect of a covenant or provision for the benefit or protection of the trustee, without its express written consent.

-28 -




Table of Contents

The indentures require each trustee to give notice to the holders of debt securities within 90 days of a default unless such default has been cured or
waived. However, the trustee may withhold notice if specified persons of such trustee consider such withholding to be in the interest of the holders of debt
securities. The trustee may not withhold notice of a default in the payment of principal, any premium or interest on any debt security of such series or in the
payment of any sinking fund installment in respect of any debt security of such series.

The indentures provide that holders of debt securities of any series may not institute any proceedings, judicial or otherwise, with respect to such
indenture or for any remedy under the indenture, unless the trustee fails to act for a period of 60 days after the trustee has received a written request to institute
proceedings in respect of an event of default from the holders of 25% or more in principal amount of the outstanding debt securities of such series, as well as an
offer of indemnity reasonably satisfactory to the trustee. However, this provision will not prevent any holder of debt securities from instituting suit for the
enforcement of payment of the principal of, and any premium or make-whole amount, and interest on, such debt securities at the respective due dates thereof.

The indentures provide that, subject to provisions in each indenture relating to its duties in the case of a default, a trustee has no obligation to exercise
any of its rights or powers at the request or direction of any holders of any series of debt securities then outstanding under the indenture, unless the holders have
offered to the trustee reasonable security or indemnity. The holders of at least a majority in principal amount of the outstanding debt securities of any series or of
all debt securities then outstanding under an indenture shall have the right to direct the time, method and place of conducting any proceeding for any remedy
available to the applicable trustee, or of exercising any trust or power conferred upon such trustee. However, a trustee may refuse to follow any direction which:

. is in conflict with any law or the applicable indenture;
. may involve the trustee in personal liability; or
. may be unduly prejudicial to the holders of debt securities of the series not joining the proceeding.

Within 120 days after the close of each fiscal year, we will be required to deliver to each trustee a certificate, signed by one of our several specified
officers, stating whether or not that officer has knowledge of any default under the applicable indenture. If the officer has knowledge of any default, the notice
must specify the nature and status of the default.

Modification of the Indentures

The indentures provide that modifications and amendments may be made only with the consent of the affected holders of at least a majority in principal
amount of all outstanding debt securities issued under that indenture. However, no such modification or amendment may, without the consent of the holders of
the debt securities affected by the modification or amendment:

. change the stated maturity of the principal of, or any premium or make-whole amount on, or any installment of principal of or interest on, any
such debt security;

. reduce the principal amount of, the rate or amount of interest on, or any premium or make-whole amount payable on redemption of, any such
debt security;

. reduce the amount of principal of an original issue discount security that would be due and payable upon declaration of acceleration of the

maturity thereof or would be provable in bankruptcy, or adversely affect any right of repayment of the holder of any such debt security;
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. change the place of payment or the coin or currency for payment of principal of, or any premium or make-whole amount, or interest on, any such
debt security;

. impair the right to institute suit for the enforcement of any payment on or with respect to any such debt security;

. reduce the percentage in principal amount of any outstanding debt securities necessary to modify or amend the applicable indenture with respect
to such debt securities, to waive compliance with particular provisions thereof or defaults and consequences thereunder or to reduce the quorum
or voting requirements set forth in the applicable indenture; and

. modify any of the foregoing provisions or any of the provisions relating to the waiver of particular past defaults or covenants, except to increase
the required percentage to effect such action or to provide that some of the other provisions may not be modified or waived without the consent
of the holder of such debt security.

The holders of a majority in aggregate principal amount of the outstanding debt securities of each series may, on behalf of all holders of debt securities
of that series, waive, insofar as that series is concerned, our compliance with material restrictive covenants of the applicable indenture.

We and our respective trustee may make modifications and amendments of an indenture without the consent of any holder of debt securities for any of
the following purposes:

. to evidence the succession of another person to us as obligor under such indenture;

. to add to our covenants for the benefit of the holders of all or any series of debt securities or to surrender any right or power conferred upon us in
such indenture;

. to add events of default for the benefit of the holders of all or any series of debt securities;

. to add or change any provisions of an indenture (i) to change or eliminate restrictions on the payment of principal of, or premium or make-whole
amount, or interest on, debt securities in bearer form, or (ii) to permit or facilitate the issuance of debt securities in uncertificated form, provided
that such action shall not adversely affect the interests of the holders of the debt securities of any series in any material respect;

. to change or eliminate any provisions of an indenture, provided that any such change or elimination shall become effective only when there are
no debt securities outstanding of any series created prior thereto which are entitled to the benefit of such provision;

. to secure the debt securities;
. to establish the form or terms of debt securities of any series;
. to provide for the acceptance of appointment by a successor trustee or facilitate the administration of the trusts under an indenture by more than

one trustee;

. to cure any ambiguity, defect or inconsistency in an indenture, provided that such action shall not adversely affect the interests of holders of debt
securities of any series issued under such indenture; and

. to supplement any of the provisions of an indenture to the extent necessary to permit or facilitate defeasance and discharge of any series of such
debt securities, provided that such action shall not adversely affect the interests of the holders of the outstanding debt securities of any series.
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Voting

The indentures provide that in determining whether the holders of the requisite principal amount of outstanding debt securities of a series have given
any request, demand, authorization, direction, notice, consent or waiver under the indentures or whether a quorum is present at a meeting of holders of debt
securities:

. the principal amount of an original issue discount security that shall be deemed to be outstanding shall be the amount of the principal thereof that
would be due and payable as of the date of such determination upon declaration of acceleration of the maturity thereof;

. the principal amount of any debt security denominated in a foreign currency that shall be deemed outstanding shall be the United States dollar
equivalent, determined on the issue date for such debt security, of the principal amount or, in the case of an original issue discount security, the
United States dollar equivalent on the issue date of such debt security of the amount determined as provided in the preceding bullet point;

. the principal amount of an indexed security that shall be deemed outstanding shall be the principal face amount of such indexed security at
original issuance, unless otherwise provided for such indexed security under such indenture; and

. debt securities owned by us or any other obligor upon the debt securities or by any affiliate of ours or of such other obligor shall be disregarded.

The indentures contain provisions for convening meetings of the holders of debt securities of a series. A meeting will be permitted to be called at any
time by the applicable trustee, and also, upon request, by us or the holders of at least 25% in principal amount of the outstanding debt securities of such series, in
any such case upon notice given as provided in such indenture. Except for any consent that must be given by the holder of each debt security affected by the
modifications and amendments of an indenture described above, any resolution presented at a meeting or adjourned meeting duly reconvened at which a quorum
is present may be adopted by the affirmative vote of the holders of a majority of the aggregate principal amount of the outstanding debt securities of that series
represented at such meeting.

Notwithstanding the preceding paragraph, except as referred to above, any resolution relating to a request, demand, authorization, direction, notice,
consent, waiver or other action that may be made, given or taken by the holders of a specified percentage, which is less than a majority of the aggregate principal
amount of the outstanding debt securities of a series, may be adopted at a meeting or adjourned meeting duly reconvened at which a quorum is present by the
affirmative vote of such specified percentage.

Any resolution passed or decision taken at any properly held meeting of holders of debt securities of any series will be binding on all holders of such
series. The quorum at any meeting called to adopt a resolution, and at any reconvened meeting, will be persons holding or representing a majority in principal
amount of the outstanding debt securities of a series. However, if any action is to be taken relating to a consent or waiver which may be given by the holders of
at least a specified percentage in principal amount of the outstanding debt securities of a series, the persons holding such percentage will constitute a quorum.
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Notwithstanding the foregoing provisions, the indentures provide that if any action is to be taken at a meeting with respect to any request, demand,
authorization, direction, notice, consent, waiver or other action that such indenture expressly provides may be made, given or taken by the holders of a specified
percentage in principal amount of all outstanding debt securities affected by such action, or of the holders of such series and one or more additional series:

. there shall be no minimum quorum requirement for such meeting; and

. the principal amount of the outstanding debt securities of such series that vote in favor of such request, demand, authorization, direction, notice,
consent, waiver or other action shall be taken account in determining whether such request, demand, authorization, direction, notice, consent,
waiver or other action has been made, given or taken under such indenture.

Subordination

Unless otherwise provided in the applicable prospectus supplement, subordinated debt securities will be subject to the following subordination
provisions.

Upon any distribution to our creditors in a liquidation, dissolution or reorganization, the payment of the principal of and interest on any subordinated
debt securities will be subordinated to the extent provided in the applicable indenture in right of payment to the prior payment in full of all senior debt. However,
our obligation to make payments of the principal of and interest on such subordinated debt securities otherwise will not be affected. No payment of principal or
interest will be permitted to be made on subordinated debt securities at any time if a default on senior debt exists that permits the holders of such senior debt to
accelerate its maturity and the default is the subject of judicial proceedings or we receive notice of the default. After all senior debt is paid in full and until the
subordinated debt securities are paid in full, holders of subordinated debt securities will be subrogated to the rights of holders of senior debt to the extent that
distributions otherwise payable to holders of subordinated debt securities have been applied to the payment of senior debt. The subordinated indenture will not
restrict the amount of senior debt or other indebtedness of Aastrom and its subsidiaries. As a result of these subordination provisions, in the event of a
distribution of assets upon insolvency, holders of subordinated debt securities may recover less, ratably, than our general creditors.

The term “senior debt” will be defined in the applicable indenture as the principal of and interest on, or substantially similar payments to be made by us
in respect of, other outstanding indebtedness, whether outstanding at the date of execution of the applicable indenture or subsequently incurred, created or
assumed. The prospectus supplement may include a description of additional terms implementing the subordination feature.

No restrictions will be included in any indenture relating to subordinated debt securities upon the creation of additional senior debt.

If this prospectus is being delivered in connection with the offering of a series of subordinated debt securities, the accompanying prospectus
supplement or the information incorporated in this prospectus by reference will set forth the approximate amount of senior debt outstanding as of the end of our
most recent fiscal quarter.

Discharge, Defeasance and Covenant Defeasance

Unless otherwise indicated in the applicable prospectus supplement, the indentures allow us to discharge our obligations to holders of any series of debt
securities issued under any indenture when:

. either (i) all securities of such series have already been delivered to the applicable trustee for cancellation; or (ii) all securities of such series have
not already been delivered to the applicable trustee for cancellation but (a) have become due and payable, (b) will become due and payable
within one year, or (c) if redeemable at our option, are to be redeemed within one year, and we have irrevocably deposited with the applicable
trustee, in trust, funds in such currency or currencies, currency unit or units or composite currency or currencies in which such debt securities are
payable, an amount sufficient to pay the entire indebtedness on such debt securities in respect of principal and any premium or make-whole
amount, and interest to the date of such deposit if such debt securities have become due and payable or, if they have not, to the stated maturity or
redemption date;

-32 -




Table of Contents

. we have paid or caused to be paid all other sums payable; and

. an officers’ certificate and an opinion of counsel stating the conditions to discharging the debt securities have been satisfied has been delivered to
the trustee.

Unless otherwise indicated in the applicable prospectus supplement, the indentures provide that, upon our irrevocable deposit with the applicable
trustee, in trust, of an amount, in such currency or currencies, currency unit or units or composite currency or currencies in which such debt securities are
payable at stated maturity, or government obligations, or both, applicable to such debt securities, which through the scheduled payment of principal and interest
in accordance with their terms will provide money in an amount sufficient to pay the principal of, and any premium or make-whole amount, and interest on, such
debt securities, and any mandatory sinking fund or analogous payments thereon, on the scheduled due dates therefor, the issuing company may elect either:

. to defease and be discharged from any and all obligations with respect to such debt securities; or

. to be released from its obligations with respect to such debt securities under the applicable indenture or, if provided in the applicable prospectus
supplement, its obligations with respect to any other covenant, and any omission to comply with such obligations shall not constitute an event of
default with respect to such debt securities.

Notwithstanding the above, we may not elect to defease and be discharged from the obligation to pay any additional amounts upon the occurrence of
particular events of tax, assessment or governmental charge with respect to payments on such debt securities and the obligations to register the transfer or
exchange of such debt securities, to replace temporary or mutilated, destroyed, lost or stolen debt securities, to maintain an office or agency in respect of such
debt securities, or to hold monies for payment in trust.

The indentures only permit us to establish the trust described in the paragraph above if, among other things, we have delivered to the applicable trustee
an opinion of counsel to the effect that the holders of such debt securities will not recognize income, gain or loss for United States federal income tax purposes as
a result of such defeasance or covenant defeasance and will be subject to United States federal income tax on the same amounts, in the same manner and at the
same times as would have been the case if such defeasance or covenant defeasance had not occurred. Such opinion of counsel, in the case of defeasance, will be
required to refer to and be based upon a ruling received from or published by the Internal Revenue Service or a change in applicable United States federal
income tax law occurring after the date of the indenture. In the event of such defeasance, the holders of such debt securities would be able to look only to such
trust fund for payment of principal, any premium or make-whole amount, and interest.

When we use the term “government obligations,” we mean securities that are:

. direct obligations of the United States or the government that issued the foreign currency in which the debt securities of a particular series are
payable, for the payment of which its full faith and credit is pledged; or

. obligations of a person controlled or supervised by and acting as an agency or instrumentality of the United States or other government that
issued the foreign currency in which the debt securities of such series are payable, the payment of which is unconditionally guaranteed as a full
faith and credit obligation by the United States or such other government, which are not callable or redeemable at the option of the issuer thereof
and shall also include a depository receipt issued by a bank or trust company as custodian with respect to any such government obligation or a
specific payment of interest on or principal of any such government obligation held by such custodian for the account of the holder of a
depository receipt. However, except as required by law, such custodian is not authorized to make any deduction from the amount payable to the
holder of such depository receipt from any amount received by the custodian in respect of the government obligation or the specific payment of
interest on or principal of the government obligation evidenced by such depository receipt.
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Unless otherwise provided in the applicable prospectus supplement, if after we have deposited funds and/or government obligations to effect
defeasance or covenant defeasance with respect to debt securities of any series, (i) the holder of a debt security of such series is entitled to, and does, elect under
the terms of the applicable indenture or the terms of such debt security to receive payment in a currency, currency unit or composite currency other than that in
which such deposit has been made in respect of such debt security, or (ii) a conversion event occurs in respect of the currency, currency unit or composite
currency in which such deposit has been made, the indebtedness represented by such debt security will be deemed to have been, and will be, fully discharged and
satisfied through the payment of the principal of, and premium or make-whole amount, and interest on, such debt security as they become due out of the
proceeds yielded by converting the amount so deposited in respect of such debt security into the currency, currency unit or composite currency in which such
debt security becomes payable as a result of such election or such cessation of usage based on the applicable market exchange rate.

When we use the term “conversion event,” we mean the cessation of use of:

. a currency, currency unit or composite currency both by the government of the country that issued such currency and for the settlement of
transactions by a central bank or other public institutions of or within the international banking community;

. the European Currency Unit both within the European Monetary System and for the settlement of transactions by public institutions of or within
the European Communities; or

. any currency unit or composite currency other than the European Currency Unit for the purposes for which it was established.

Unless otherwise provided in the applicable prospectus supplement, all payments of principal of, and any premium or make-whole amount, and interest
on, any debt security that is payable in a foreign currency that ceases to be used by its government of issuance shall be made in United States dollars.

In the event that (i) we effect covenant defeasance with respect to any debt securities and (ii) those debt securities are declared due and payable because
of the occurrence of any event of default, the amount in the currency, currency unit or composite currency in which such debt securities are payable, and
government obligations on deposit with the applicable trustee, will be sufficient to pay amounts due on such debt securities at the time of their stated maturity
but may not be sufficient to pay amounts due on such debt securities at the time of the acceleration resulting from such event of default. However, the issuing
company would remain liable to make payments of any amounts due at the time of acceleration.

The applicable prospectus supplement may further describe the provisions, if any, permitting such defeasance or covenant defeasance, including any
modifications to the provisions described above, with respect to the debt securities of or within a particular series.
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Conversion Rights

The terms and conditions, if any, upon which the debt securities are convertible into common stock or other securities of Aastrom will be set forth in
the applicable prospectus supplement. The terms will include whether the debt securities are convertible into shares of common stock or other securities of
Aastrom, the conversion price, or manner of calculation thereof, the conversion period, provisions as to whether conversion will be at the issuing company’s
option or the option of the holders, the events requiring an adjustment of the conversion price and provisions affecting conversion in the event of the redemption
of the debt securities and any restrictions on conversion.

Global Securities

The debt securities of a series may be issued in whole or in part in the form of one or more global securities that will be deposited with, or on behalf of,
a depository identified in the applicable prospectus supplement relating to such series. Global securities, if any, issued in the United States are expected to be
deposited with The Depository Trust Company, or DTC, as depository. We may issue global securities in either registered or bearer form and in either temporary
or permanent form. We will describe the specific terms of the depository arrangement with respect to a series of debt securities in the applicable prospectus
supplement relating to such series. We expect that unless the applicable prospectus supplement provides otherwise, the following provisions will apply to
depository arrangements.

Once a global security is issued, the depository for such global security or its nominee will credit on its book-entry registration and transfer system the
respective principal amounts of the individual debt securities represented by such global security to the accounts of participants that have accounts with such
depository. Such accounts shall be designated by the underwriters, dealers or agents with respect to such debt securities or by us if we offer such debt securities
directly. Ownership of beneficial interests in such global security will be limited to participants with the depository or persons that may hold interests through
those participants.

We expect that, under procedures established by DTC, ownership of beneficial interests in any global security for which DTC is the depository will be
shown on, and the transfer of that ownership will be effected only through, records maintained by DTC or its nominee, with respect to beneficial interests of
participants with the depository, and records of participants, with respect to beneficial interests of persons who hold through participants with the depository.
Neither we nor the trustee will have any responsibility or liability for any aspect of the records of DTC or for maintaining, supervising or reviewing any records
of DTC or any of its participants relating to beneficial ownership interests in the debt securities. The laws of some states require that certain purchasers of
securities take physical delivery of such securities in definitive form. Such limits and laws may impair the ability to own, pledge or transfer beneficial interest in
a global security.

So long as the depository for a global security or its nominee is the registered owner of such global security, such depository or such nominee, as the
case may be, will be considered the sole owner or holder of the debt securities represented by the global security for all purposes under the applicable indenture.
Except as described below or in the applicable prospectus supplement, owners of beneficial interest in a global security will not be entitled to have any of the
individual debt securities represented by such global security registered in their names, will not receive or be entitled to receive physical delivery of any such
debt securities in definitive form and will not be considered the owners or holders thereof under the applicable indenture. Beneficial owners of debt securities
evidenced by a global security will not be considered the owners or holders thereof under the applicable indenture for any purpose, including with respect to the
giving of any direction, instructions or approvals to the trustee under the indenture. Accordingly, each person owning a beneficial interest in a global security
with respect to which DTC is the depository must rely on the procedures of DTC and, if such person is not a participant with the depository, on the procedures of
the participant through which such person owns its interests, to exercise any rights of a holder under the applicable indenture. We understand that, under existing
industry practice, if DTC requests any action of holders or if an owner of a beneficial interest in a global security desires to give or take any action which a
holder is entitled to give or take under the applicable indenture, DTC would authorize the participants holding the relevant beneficial interest to give or take such
action, and such participants would authorize beneficial owners through such participants to give or take such actions or would otherwise act upon the
instructions of beneficial owners holding through them.
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Payments of principal of, and any premium or make-whole amount, and interest on, individual debt securities represented by a global security
registered in the name of a depository or its nominee will be made to or at the direction of the depository or its nominee, as the case may be, as the registered
owner of the global security under the applicable indenture. Under the terms of the applicable indenture, we and the trustee may treat the persons in whose name
debt securities, including a global security, are registered as the owners thereof for the purpose of receiving such payments. Consequently, neither we nor the
trustee have or will have any responsibility or liability for the payment of such amounts to beneficial owners of debt securities including principal, any premium
or make-whole amount, or interest. We believe, however, that it is currently the policy of DTC to immediately credit the accounts of relevant participants with
such payments, in amounts proportionate to their respective holdings of beneficial interests in the relevant global security as shown on the records of DTC or its
nominee. We also expect that payments by participants to owners of beneficial interests in such global security held through such participants will be governed
by standing instructions and customary practices, as is the case with securities held for the account of customers in bearer form or registered in street name, and
will be the responsibility of such participants. Redemption notices with respect to any debt securities represented by a global security will be sent to the
depository or its nominee. If less than all of the debt securities of any series are to be redeemed, we expect the depository to determine the amount of the interest
of each participant in such debt securities to be redeemed to be determined by lot. Neither we, the trustee, any paying agent nor the security registrar for such
debt securities will have any responsibility or liability for any aspect of the records relating to or payments made on account of beneficial ownership interests in
the global security for such debt securities or for maintaining any records with respect thereto.

Neither we nor the trustee will be liable for any delay by the holders of a global security or the depository in identifying the beneficial owners of debt
securities, and we and the trustee may conclusively rely on, and will be protected in relying on, instructions from the holder of a global security or the depository
for all purposes. The rules applicable to DTC and its participants are on file with the SEC.

If a depository for any debt securities is at any time unwilling, unable or ineligible to continue as depository and we do not appoint a successor
depository within 90 days, we will issue individual debt securities in exchange for the global security representing such debt securities. In addition, we may at
any time and our sole discretion, subject to any limitations described in the applicable prospectus supplement relating to such debt securities, determine not to
have any of such debt securities represented by one or more global securities and in such event will issue individual debt securities in exchange for the global
security or securities representing such debt securities. Individual debt securities so issued will be issued in denominations of $1,000 and integral multiples of
$1,000.

The debt securities of a series may also be issued in whole or in part in the form of one or more bearer global securities that will be deposited with a
depository, or with a nominee for such depository, identified in the applicable prospectus supplement. Any such bearer global securities may be issued in
temporary or permanent form. The specific terms and procedures, including the specific terms of the depositary arrangement, with respect to any portion of a
series of debt securities to be represented by one or more bearer global securities will be described in the applicable prospectus supplement.

No Recourse

There is no recourse under any obligation, covenant or agreement in the applicable indenture or with respect to any security against any of our or our
successor’s past, present or future shareholders, employees, officers or directors.
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DESCRIPTION OF WARRANTS

The following description, together with the additional information we may include in any applicable prospectus supplements, summarizes the material terms
and provisions of the warrants that we may offer under this prospectus and the related warrant agreements and warrant certificates. While the terms summarized
below will apply generally to any warrants that we may offer, we will describe the particular terms of any series of warrants in more detail in the applicable
prospectus supplement. If we indicate in the prospectus supplement, the terms of any warrants offered under that prospectus supplement may differ from the
terms described below. Specific warrant agreements will contain additional important terms and provisions and will be incorporated by reference as an exhibit to
the registration statement, which includes this prospectus.

General

We may issue warrants for the purchase of common stock, preferred stock and/or debt securities in one or more series. We may issue warrants independently
or together with common stock, preferred stock and/or debt securities, and the warrants may be attached to or separate from these securities.

We will evidence each series of warrants by warrant certificates that we will issue under a separate warrant agreement. We will enter into the warrant
agreement with a warrant agent. Each warrant agent will be a bank that we select that has its principal office in the United States and a combined capital and
surplus of at least $75,000,000. We will indicate the name and address of the warrant agent in the applicable prospectus supplement relating to a particular series
of warrants.

We will describe in the applicable prospectus supplement the terms of the series of warrants, including:

. the offering price and aggregate number of warrants offered;
. the currency for which the warrants may be purchased,;
. if applicable, the designation and terms of the securities with which the warrants are issued and the number of warrants issued with each such security or

each principal amount of such security;
. if applicable, the date on and after which the warrants and the related securities will be separately transferable;

. in the case of warrants to purchase debt securities, the principal amount of debt securities purchasable upon exercise of one warrant and the price at, and
currency in which, this principal amount of debt securities may be purchased upon such exercise;

. in the case of warrants to purchase common stock or preferred stock, the number of shares of common stock or preferred stock, as the case may be,
purchasable upon the exercise of one warrant and the price at which these shares may be purchased upon such exercise;

. the effect of any merger, consolidation, sale or other disposition of our business on the warrant agreement and the warrants;

. the terms of any rights to redeem or call the warrants;

. any provisions for changes to or adjustments in the exercise price or number of securities issuable upon exercise of the warrants;
. the dates on which the right to exercise the warrants will commence and expire;

. the manner in which the warrant agreement and warrants may be modified;

. federal income tax consequences of holding or exercising the warrants;

. the terms of the securities issuable upon exercise of the warrants; and

. any other specific terms, preferences, rights or limitations of or restrictions on the warrants.
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Before exercising their warrants, holders of warrants will not have any of the rights of holders of the securities purchasable upon such exercise,
including:

. in the case of warrants to purchase debt securities, the right to receive payments of principal of, or any premium or interest on, the debt securities
purchasable upon exercise or to enforce covenants in the applicable indenture; or

. in the case of warrants to purchase common stock or preferred stock, the right to receive any dividends or payments upon our liquidation, dissolution or
winding up or to exercise any voting rights.

Exercise of Warrants

Each warrant will entitle the holder to purchase the securities that we specify in the applicable prospectus supplement at the exercise price that we describe in
the applicable prospectus supplement. Unless we otherwise specify in the applicable prospectus supplement, holders of the warrants may exercise the warrants at
any time up to 5:00 P.M. New York time on the expiration date that we set forth in the applicable prospectus supplement. After the close of business on the
expiration date, unexercised warrants will become void.

Holders of the warrants may exercise the warrants by delivering the warrant certificate representing the warrants to be exercised together with specified
information, and paying the required amount to the warrant agent in immediately available funds, as provided in the applicable prospectus supplement. We will
set forth on the reverse side of the warrant certificate and in the applicable prospectus supplement the information that the holder of the warrant will be required
to deliver to the warrant agent upon exercise.

Upon receipt of the required payment and the warrant certificate properly completed and duly executed at the corporate trust office of the warrant agent or
any other office indicated in the applicable prospectus supplement, we will issue and deliver the securities purchasable upon such exercise. If fewer than all of
the warrants represented by the warrant certificate are exercised, then we will issue a new warrant certificate for the remaining amount of warrants. If we so
indicate in the applicable prospectus supplement, holders of the warrants may surrender securities as all or part of the exercise price for warrants.

Enforceability of Rights By Holders of Warrants

Each warrant agent will act solely as our agent under the applicable warrant agreement and will not assume any obligation or relationship of agency or
trust with any holder of any warrant. A single bank or trust company may act as warrant agent for more than one issue or series of warrants. A warrant agent will
have no duty or responsibility in case of any default by us under the applicable warrant agreement or warrant, including any duty or responsibility to initiate any
proceedings at law or otherwise, or to make any demand upon us. Any holder of a warrant may, without the consent of the related warrant agent or the holder of
any other warrant, enforce by appropriate legal action its right to exercise, and receive the securities purchasable upon exercise of, its warrants.
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DESCRIPTION OF UNITS

This section outlines some of the provisions of the units and the unit agreements. This information may not be complete in all respects and is qualified
entirely by reference to the unit agreement with respect to the units of any particular series. The specific terms of any series of units will be described in the
applicable prospectus supplement. If so described in a particular supplement, the specific terms of any series of units may differ from the general description of
terms presented below.

We may issue units comprised of shares of preferred stock, shares of common stock, warrants and other securities in any combination. Each unit will
be issued so that the holder of the unit is also the holder of each security included in the unit. Thus, the holder of a unit will have the rights and obligations of a
holder of each included security. The unit agreement under which a unit is issued may provide that the securities included in the unit may not be held or
transferred separately, at any time or at any time before a specified date.

The applicable prospectus supplement may describe:

. the designation and terms of the units and of the securities comprising the units, including whether and under what circumstances those securities
may be held or transferred separately;

. any provisions of the governing unit agreement;

. the price or prices at which such units will be issued;

. the applicable United States federal income tax considerations relating to the units;

. any provisions for the issuance, payment, settlement, transfer or exchange of the units or of the securities comprising the units; and
. any other terms of the units and of the securities comprising the units.

The provisions described in this section, as well as those described under “Description of Capital Stock” and “Description of Warrants” will apply to
the securities included in each unit, to the extent relevant.
Issuance in Series

We may issue units in such amounts and in as many distinct series as we wish. This section summarizes terms of the units that apply generally to all
series. Most of the financial and other specific terms of your series will be described in the applicable prospectus supplement.
Unit Agreements

We will issue the units under one or more unit agreements to be entered into between us and a bank or other financial institution, as unit agent. We may
add, replace or terminate unit agents from time to time. We will identify the unit agreement under which each series of units will be issued and the unit agent
under that agreement in the applicable prospectus supplement.

The following provisions will generally apply to all unit agreements unless otherwise stated in the applicable prospectus supplement.

Modification Without Consent

We and the applicable unit agent may amend any unit or unit agreement without the consent of any holder:

. to cure any ambiguity; any provisions of the governing unit agreement that differ from those described below;

. to correct or supplement any defective or inconsistent provision; or

. to make any other change that we believe is necessary or desirable and will not adversely affect the interests of the affected holders in any material
respect.

We do not need any approval to make changes that affect only units to be issued after the changes take effect. We may also make changes that do not
adversely affect a particular unit in any material respect, even if they adversely affect other units in a material respect. In those cases, we do not need to obtain
the approval of the holder of the unaffected unit; we need only obtain any required approvals from the holders of the affected units.

-39 -




Table of Contents

Modification With Consent

We may not amend any particular unit or a unit agreement with respect to any particular unit unless we obtain the consent of the holder of that unit, if
the amendment would:

. impair any right of the holder to exercise or enforce any right under a security included in the unit if the terms of that security require the consent of
the holder to any changes that would impair the exercise or enforcement of that right; or

. reduce the percentage of outstanding units or any series or class the consent of whose holders is required to amend that series or class, or the
applicable unit agreement with respect to that series or class, as described below.

Any other change to a particular unit agreement and the units issued under that agreement would require the following approval:

. If the change affects only the units of a particular series issued under that agreement, the change must be approved by the holders of a majority of
the outstanding units of that series; or

. If the change affects the units of more than one series issued under that agreement, it must be approved by the holders of a majority of all
outstanding units of all series affected by the change, with the units of all the affected series voting together as one class for this purpose.

These provisions regarding changes with majority approval also apply to changes affecting any securities issued under a unit agreement, as the
governing document.

In each case, the required approval must be given by written consent.

Unit Agreements Will Not Be Qualified Under Trust Indenture Act

No unit agreement will be qualified as an indenture, and no unit agent will be required to qualify as a trustee, under the Trust Indenture Act. Therefore,
holders of units issued under unit agreements will not have the protections of the Trust Indenture Act with respect to their units.
Mergers and Similar Transactions Permitted; No Restrictive Covenants or Events of Default

The unit agreements will not restrict our ability to merge or consolidate with, or sell our assets to, another corporation or other entity or to engage in
any other transactions. If at any time we merge or consolidate with, or sell our assets substantially as an entirety to, another corporation or other entity, the
successor entity will succeed to and assume our obligations under the unit agreements. We will then be relieved of any further obligation under these agreements.

The unit agreements will not include any restrictions on our ability to put liens on our assets, including our interests in our subsidiaries, nor will they
restrict our ability to sell our assets. The unit agreements also will not provide for any events of default or remedies upon the occurrence of any events of default.
Governing Law

The unit agreements and the units will be governed by Michigan law.

Form, Exchange and Transfer

We will issue each unit in global—i.e., book-entry—form only. Units in book-entry form will be represented by a global security registered in the name
of a depositary, which will be the holder of all the units represented by the global security. Those who own beneficial interests in a unit will do so through
participants in the depositary’s system, and the rights of these indirect owners will be governed solely by the applicable procedures of the depositary and its
participants. We will describe book-entry securities, and other terms regarding the issuance and registration of the units in the applicable prospectus supplement.

Each unit and all securities comprising the unit will be issued in the same form.

If we issue any units in registered, non-global form, the following will apply to them.
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The units will be issued in the denominations stated in the applicable prospectus supplement. Holders may exchange their units for units of smaller
denominations or combined into fewer units of larger denominations, as long as the total amount is not changed.

. Holders may exchange or transfer their units at the office of the unit agent. Holders may also replace lost, stolen, destroyed or mutilated units at that
office. We may appoint another entity to perform these functions or perform them ourselves.

. Holders will not be required to pay a service charge to transfer or exchange their units, but they may be required to pay for any tax or other
governmental charge associated with the transfer or exchange. The transfer or exchange, and any replacement, will be made only if our transfer
agent is satisfied with the holder’s proof of legal ownership. The transfer agent may also require an indemnity before replacing any units.

. If we have the right to redeem, accelerate or settle any units before their maturity, and we exercise our right as to less than all those units or other
securities, we may block the exchange or transfer of those units during the period beginning 15 days before the day we mail the notice of exercise
and ending on the day of that mailing, in order to freeze the list of holders to prepare the mailing. We may also refuse to register transfers of or
exchange any unit selected for early settlement, except that we will continue to permit transfers and exchanges of the unsettled portion of any unit
being partially settled. We may also block the transfer or exchange of any unit in this manner if the unit includes securities that are or may be
selected for early settlement.

Only the depositary will be entitled to transfer or exchange a unit in global form, since it will be the sole holder of the unit.

Payments and Notices

In making payments and giving notices with respect to our units, we will follow the procedures as described in the applicable prospectus supplement.

LEGAL MATTERS

The validity of the common stock offered by this prospectus will be passed upon for us by Dykema Gossett PLLC, Ann Arbor, Michigan, acting as
special counsel to the Company.

EXPERTS

The financial statements and management’s assessment of the effectiveness of internal control over financial reporting (which is included in
Management’s Report on Internal Control over Financial Reporting) incorporated in this prospectus by reference to the Annual Report on Form 10-K for the
year ended June 30, 2010 have been so incorporated in reliance on the report of PricewaterhouseCoopers LLP, an independent registered public accounting firm,
given on the authority of said firm as experts in auditing and accounting.

WHERE YOU CAN FIND MORE INFORMATION

We are subject to the information requirements of the Exchange Act and, in accordance therewith, file annual, quarterly and special reports, proxy
statements and other information with the SEC. You may read and copy any document we file at the SEC’s Public Reference Room at 100 F Street, N.E.,
Washington, D.C. 20549. You may call the SEC at 1-800-SEC-0330 for further information on the operation of the Public Reference Room. These documents
also may be accessed through the SEC’s electronic data gathering, analysis and retrieval system, or EDGAR, via electronic means, including the SEC’s home
page on the Internet (Wwww.sec.gov).

We have the authority to designate and issue more than one class or series of stock having various preferences, conversion and other rights, voting
powers, restrictions, limitations as to dividends, qualifications, and terms and conditions of redemption. See “Description of Capital Stock.” We will furnish a
full statement of the relative rights and preferences of each class or series of our stock which has been so designated and any restrictions on the ownership or
transfer of our stock to any shareholder upon request and without charge. Written requests for such copies should be directed to Aastrom Biosciences, Inc., 24
Frank Lloyd Wright Drive, P.O. Box 376, Ann Arbor, Michigan 48106, attention: Investor Relations or by telephone request to (734) 930-5555. Our website is
located at http://www.aastrom.com. Information contained on our website is not incorporated by reference into this prospectus and, therefore, is not part of this
prospectus or any accompanying prospectus supplement.
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INCORPORATION BY REFERENCE

This prospectus incorporates by reference important business and financial information that we file with the SEC and that we are not including in or
delivering with this prospectus. As the SEC allows, incorporated documents are considered part of this prospectus, and we can disclose important information to
you by referring you to those documents.

our annual report on Form 10-K for the fiscal year ended June 30, 2010, filed with the SEC on September 7, 2010;

portions of our definitive Proxy Statement for the Annual Meeting of Shareholders held on October 21, 2010 that have been incorporated by reference
into the Form 10-K;

our quarterly report on Form 10-Q, filed with the SEC on November 8, 2010;

our current reports on Form 8-K filed with the SEC on July 6, 2010, July 14, 2010, August 2, 2010, August 31, 2010, October 25, 2010 and November
12, 2010; and

the description of our common stock contained in our registration statement on Form S-1, which was filed with the SEC on November 1, 1996,
including any amendment or report filed for the purpose of updating such description.

All documents we file with the SEC pursuant to Sections 13(a), 13(c), 14 or 15(d) of the Exchange Act, except as to any portion of any report or

document that is not deemed filed under such provisions, (i) on or after the date of filing of the registration statement containing this prospectus and prior to the
effectiveness of the registration statement and (ii) on or after the date of this prospectus until the earlier of the date on which all of the securities registered
hereunder have been sold or the registration statement of which this prospectus is a part has been withdrawn, shall be deemed incorporated by reference in this
prospectus and to be a part of this prospectus from the date of filing of those documents.

You may request a copy of any or all of these filings, at no cost, by writing to us at: Aastrom Biosciences, Inc., 24 Frank Lloyd Wright Drive, P.O. Box

276, Ann Arbor, Michigan 48106, attention: Investor Relations or by telephoning us at (734) 930-5555. These filings may also be obtained through the our
website located at http://www.aastrom.com.

You should rely only on the information incorporated by reference or provided in this prospectus or any supplement. We have not authorized anyone

else to provide you with different information. You should not assume that information in this prospectus or any supplement is accurate as of any date other than
the date on the front of these documents.

In accordance with these rules, we have incorporated by reference the description of our business, our securities, our properties, any legal proceedings,

market price of and dividends with respect to our common stock, our financial statements and our management’s discussion and analysis of our financial
condition and results of operations. We have also incorporated by reference disclosure with respect to our officers and directors, their compensation structure,
any related transactions with our officers and directors and our shareholders.

We advise that there have been no material changes in our affairs that have occurred since the end of the latest fiscal year for which audited financial

statements were included in the latest Form 10-K and that have not been described in a Form 10-Q or Form 8-K filed under the Exchange Act.
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DISCLOSURE OF COMMISSION POSITION ON INDEMNIFICATION
FOR SECURITIES ACT LIABILITIES

As permitted by the MBCA, our Bylaws contain provisions that permit us to indemnify our directors and officers to the full extent permitted by
Michigan law and our Charter contains provisions that eliminate the personal liability of our directors in each case for monetary damages to us or our
shareholders for breach of their fiduciary duties, except to the extent that Michigan law prohibits indemnification or elimination of liability. These provisions do
not limit or eliminate our rights or the rights of any shareholder to seek an injunction or any other non-monetary relief in the event of a breach of a director’s or
officer’s fiduciary duty. In addition, these provisions apply only to claims against a director or officer arising out of his or her role as a director or officer and do
not relieve a director or officer from liability if he or she engaged in willful misconduct or a knowing violation of the criminal law or any federal or state
securities law.

The rights of indemnification provided in our Bylaws are not exclusive of any other rights that may be available under any insurance or other
agreement, by vote of shareholders or disinterested directors or otherwise.

Insofar as indemnification for liabilities arising under the Securities Act may be permitted to directors, officers or persons controlling us pursuant to the
foregoing provisions, we have been informed that in the opinion of the SEC this type of indemnification is against public policy as expressed in the Securities
Act and is therefore unenforceable.
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TERM

Adverse Event

Autologous

BLA — Biologics License Application

Catheter-DCM

CLI — Ciritical Limb Ischemia

Controlled Clinical Trial

DCM — Dilated Cardiomyopathy

Double-Blind Clinical Trial

FDA — Food & Drug Administration

GMP — Good Manufacturing Practice

IMPACT-DCM

IND — Investigational New Drug

GLOSSARY

DEFINITION
Any adverse change in health or “side-effect” that occurs in a person participating in a
clinical trial, from the time they consent to joining the trial until a pre-specified period
of time after their treatment has been completed.

Originating from the patient receiving treatment. (Aastrom uses only autologous cells)

An application containing product safety, efficacy and manufacturing information
required by the FDA to market biologics products in the U.S.

Aastrom’s U.S. Phase 2 clinical trial investigating catheter-based delivery of our product
in the treatment of dilated cardiomyopathy.

A vascular disease characterized by insufficient blood flow in the lower extremities that
causes severe pain, tissue loss or both.

A clinical study that compares patients receiving a specific treatment to patients
receiving an alternate treatment for the condition of interest. The alternate treatment
may be another active treatment, standard of care for the condition and/or a placebo
(inactive) treatment.

A chronic cardiac disease where expansion of the patient’s heart reduces the pumping
function to a point that the normal circulation of blood cannot be maintained.

Clinical trials in which neither the patient nor the physician know if the patient received
the experimental treatment or a control/placebo.

The U.S. FDA ensures that medicines, medical devices, and radiation-emitting
consumer products are safe and effective. Authorized by Congress to enforce the
Federal Food, Drug, and Cosmetic Act and several other public health laws, the agency
monitors the manufacture, import, transport, storage, and sale of $1 trillion worth of
goods annually.

GMP regulations require that manufacturers, processors, and packagers of drugs,
medical devices, some food, and blood take proactive steps to ensure that their products
are safe, pure, and effective. GMP regulations require a quality approach to
manufacturing, enabling companies to minimize or eliminate instances of
contamination, mix-ups, and errors.

Aastrom’s U.S. Phase 2 clinical trial investigating surgical delivery of our product in the
treatment of dilated cardiomyopathy.

An application submitted to the FDA for a new drug or biologic that, if allowed, will be
used in a clinical trial.
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TERM

Ischemia

LVEF — Left Ventricular Ejection Fraction

Open-label Clinical Trial

Orphan Drug Designation

Phase 1 Clinical Trial

Phase 2 Clinical Trial

Phase 2b Clinical Trial

Phase 3 Clinical Trial

Progenitor Cells

Prospective Clinical Trial

Randomized Clinical Trial

SPP — Single-Pass Perfusion

Stem Cell

DEFINITION

A shortage or inadequate flow of blood to a body part (commonly an organ or tissue)
caused by a constriction or obstruction of the blood vessels supplying it.

The fraction of blood pumped out of the left ventricle with each heart beat.

A trial in which both the treating physician and the patient know whether they are
receiving the experimental treatment or control/placebo treatment.

“Orphan drug” refers to a drug or biologic that is intended for use in the treatment of a
rare disease or condition. Orphan drug designation from the U.S. Food and Drug
Association (FDA) qualifies the sponsor to receive certain benefits from the
Government in exchange for developing the drug for a rare disease or condition. The
drug must then go through the FDA marketing approval process like any other drug or
biologic which evaluates for safety and efficacy. Usually a sponsor receives a quicker
review time and lower application fees for an orphan product.

A Phase 1 trial represents an initial study in a small group of patients to test for safety
and other relevant factors.

A Phase 2 trial represents a study in a moderate number of patients to assess the safety
and efficacy of a product.

A Phase 2b trial is a moderately-sized Phase 2 trial that is more specifically designed
assess the efficacy of a product than a Phase 2a trial.

Phase 3 studies are initiated to establish safety and efficacy in an expanded patient
population at multiple clinical trial sites and are generally larger than trials in earlier
phases of development.

A “parent” cell that gives rise to a distinct cell lineage by a series of cell divisions.

A clinical trial in which participants are identified and then followed throughout the
study going forward in time.

A clinical trial in which the participants are assigned randomly to different treatment
groups.

SPP is Aastrom’s proprietary technology that controls gas and cell culture media
exchange to enable the replication of early-stage stem and progenitor cells while
preventing their differentiation into mature cells.

Unspecialized (undifferentiated) cells that retain the ability to divide throughout a
lifetime and give rise to more specialized (differentiated) cells which take the place of
cells that die or are lost.

In culture, these undifferentiated cells possess the ability to divide for indefinite periods
in culture and may give rise to highly specialized cells.

-45-




Table of Contents

AASTROM

10,000,000 Shares of Common Stock
Warrants to Purchase up to 10,000,000 Shares of Common Stock

PROSPECTUS SUPPLEMENT
December 10, 2010

Stifel Nicolaus Weisel
Needham & Company, LL.C

Roth Capital Partners

Neither we nor the underwriters have authorized anyone to provide information different from that contained in this prospectus supplement,
the accompanying prospectus and any free writing prospectus. When you make a decision about whether to invest in our securities, you
should not rely upon any information other than the information in this prospectus supplement, the accompanying prospectus or any free
writing prospectus. Neither the delivery of this prospectus supplement, the accompanying prospectus or any free writing prospectus nor the
sale of our securities means that information contained in this prospectus supplement, the accompanying prospectus or any free writing
prospectus is correct after their respective dates. This prospectus supplement and the accompanying prospectus is not an offer to sell or a
solicitation of an offer to buy these securities in any circumstance under which the offer or solicitation is unlawful.



