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Cautionary Note Concerning Forward-Looking Statements

This Annual Report on Form 10-K contains forward-looking statements within the meaning of Section 27A of the
Securities Act of 1933, as amended (the �Securities Act�), and Section 21E of the Securities Exchange Act of 1934 as
amended (the �Exchange Act�), in reliance upon the safe harbor provisions of the Private Securities Litigation Reform
Act of 1995. Forward-looking statements include, without limitation, statements regarding our future product
development activities and costs, the revenue potential (licensing, royalty and sales) of our products and product
candidates, the success, safety and efficacy of our drug products, revenues, development timelines, product
acquisitions, liquidity and capital resources and trends, and other statements containing forward-looking words, such
as, �believes,� �may,� �could,� �will,� �expects,� �intends,� �estimates,� �anticipates,� �plans,� �seeks,� �continues,� or the negative thereof
or variation thereon or similar terminology (although not all forward-looking statements contain these words). Such
forward-looking statements are based on the reasonable beliefs of our management as well as assumptions made by
and information currently available to our management. Readers should not put undue reliance on these
forward-looking statements. Forward-looking statements are inherently subject to risks and uncertainties, some of
which cannot be predicted or quantified; therefore, our actual results may differ materially from those described in any
forward-looking statements. Factors that might cause such a difference include, but are not limited to, those discussed
elsewhere in this Annual Report on Form 10-K, and the following factors:

� our ability to successfully develop, obtain regulatory approval for and market our products;

� our ability to continue to grow sales revenue of our marketed products;

� risks associated with doing business internationally;

� our ability to generate and maintain sufficient cash resources to fund our business;

� our ability to enter into strategic alliances with partners for manufacturing, development and
commercialization;

� efforts of our development partners;

� the ability of our manufacturing partners to meet our timelines;

� the ability to timely deliver product supplies to our customers;

� our ability to identify new product candidates and to successfully integrate those product candidates into our
operations;
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� the timing and/or results of pending or future clinical trials, and our reliance on contract research
organizations;

� our ability to protect our intellectual property rights;

� competition in the marketplace for our drugs;

� delay in approval of our products or new indications for our products by the U.S. Food and Drug
Administration, or the �FDA�;

� actions by the FDA and other regulatory agencies, including international agencies;

� securing positive reimbursement for our products;

� the impact of any product liability, or other litigation to which we are, or may become a party;

� the impact of legislative or regulatory reform of the healthcare industry and the impact of recently enacted
healthcare reform legislation;

� the availability and price of acceptable raw materials and components from third-party suppliers, and their
ability to meet our demands;

� our ability, and that of our suppliers, development partners, and manufacturing partners, to comply with
laws, regulations and standards, and the application and interpretation of those laws, regulations and
standards, that govern or affect the pharmaceutical and biotechnology industries, the non-compliance with
which may delay or prevent the development, manufacturing, regulatory approvals and sale of our products;

� defending against claims relating to improper handling, storage or disposal of hazardous chemical,
radioactive or biological materials which could be time consuming and expensive;

1
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� our ability to maintain the services of our key executives and technical and sales and marketing personnel;

� the difficulty in predicting the timing or outcome of product development efforts and regulatory approvals;
and

� demand and market acceptance for our approved products.
All subsequent written and oral forward-looking statements attributable to us or by persons acting on our behalf are
expressly qualified in their entirety by these cautionary statements.

In addition, past financial or operating performance is not necessarily a reliable indicator of future performance, and
you should not use our historical performance to anticipate results or future period trends. We can give no assurances
that any of the events anticipated by the forward-looking statements will occur or, if any of them do, what impact they
will have on our results of operations and financial condition. Except as required by law, we do not undertake to
update any such forward-looking statements and expressly disclaim any duty to update the information contained in
this Annual Report on Form 10-K.

Unless the context otherwise requires, all references in this Annual Report on Form 10-K to the �Company�, �we,� �us,� �our,�
�Spectrum� and �Spectrum Pharmaceuticals� refer to Spectrum Pharmaceuticals, Inc. and its subsidiaries and other
consolidated entities, as a consolidated entity. We primarily conduct our business activities as Spectrum
Pharmaceuticals.

***

Spectrum Pharmaceuticals, Inc.®, FUSILEV®, FOLOTYN®, ZEVALIN®, MARQIBO®, BELEODAQ®, EOquin®,
and RenaZorb® are registered trademarks of Spectrum Pharmaceuticals, Inc. and its subsidiaries. Redefining Cancer
CareTM, Turning Insights Into HopeTM, RIT Oncology, LLCTM, RITTM, RRZTM, and our logos are trademarks owned
by Spectrum Pharmaceuticals, Inc. and its subsidiaries. All other trademarks and trade names are the property of their
respective owners.

PART I

ITEM 1. BUSINESS
Company Overview

We are a biotechnology company with fully integrated commercial and drug development operations, with a primary
focus on oncology and hematology. Our strategy is comprised of the (i) commercialization of cancer therapeutics
through our U.S. direct sales force and international distributors, (ii) completion of studies for new indications of our
marketed products, and (iii) acquisition, development and marketing of a broad and diverse pipeline of late-stage
clinical and commercial drug compounds.

We currently market five drugs for the treatment of cancer:
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� FUSILEV injection for patients with advanced metastatic colorectal cancer and to counteract certain side
effects of methotrexate therapy;

� ZEVALIN injection for patients with follicular non-Hodgkin�s lymphoma;

� FOLOTYN injection for patients with relapsed or refractory peripheral T-cell lymphoma (�PTCL�);

� MARQIBO injection for patients with relapsed Philadelphia chromosome�negative acute lymphoblastic
leukemia; and

� BELEODAQ injection for patients with relapsed or refractory PTCL.
We also have ongoing indication expansion studies with several of our marketed products, and a diversified pipeline
of product candidates in Phase 2 and Phase 3 clinical studies.

2
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Business Strategy

Our business strategy is comprised of the following three initiatives:

� Maximize the revenue potential of our five currently-marketed drugs for the treatment of cancer.
Our near-term outlook largely depends on sales and marketing success of our five marketed products. It is this �base
business� that provides the requisite working capital to operate our daily operations, and for opportunistic acquisitions.

� Develop and commercialize drugs for the treatment of cancer within our pipeline.
Our focus is on drugs in the late-stages of development. We strive to timely complete clinical studies in order to
obtain regulatory approval in the shortest period possible. Upon obtaining regulatory approval, our sales and
marketing function educates physicians on the safety and effectiveness of the drug in treating cancer patients for the
approved indication.

� Expand our pipeline of development-stage and commercial-stage drugs, while also pursuing out-licensing
opportunities.

We are constantly seeking strategic opportunities that complement our current product portfolio. We will continue
to explore collaborations with third parties for cancer drugs that are in the clinical trial phase of development, as well
as the acquisition of the rights to cancer drugs that have significant growth potential. To maximize revenue potential,
we also pursue strategic out-license opportunities for our drugs in specific territories.

Cancer Background and Market Size

Cancer is a group of diseases characterized by the uncontrolled growth and spread of abnormal cells, which can result
in death. The development of cancer is multi-factorial and includes both external factors (tobacco, infectious
organisms, chemicals, and radiation) and internal factors (inherited mutations, hormones, immune conditions, and
mutations that occur from exposure to environmental factors or errors in making DNA (deoxyribonucleic acid) during
normal cell division). These causal factors may act together or in sequence to initiate or promote the development of
cancer. Ten or more years often pass between exposure to these factors and the development of detectable cancer.
Cancer is treated through surgery, radiation, chemotherapy, hormone therapy, immune therapy, and/or targeted drug
therapy.

According to the American Cancer Society�s publication Cancer Facts & Figures 2014, cancer is the second leading
cause of death in the U.S. (only behind heart disease). In the U.S., approximately 1.7 million new cancer cases were
expected to be diagnosed in 2014 and over 585,000 persons were expected to die from the disease. Anyone can
develop cancer. Since the risk of being diagnosed with cancer increases with age, most cases occur in adults who are
middle aged or older. About 77% of all cancers are diagnosed in people 55 years of age and older. In the U.S., men
have slightly less than a 1 in 2 lifetime risk of developing cancer; for women, the risk is a little more than 1 in 3.
These probabilities are estimated based on the overall experience of the general population. Individuals within the
population may have higher or lower risk because of differences in exposures (e.g., smoking), and/or genetic
susceptibility. In addition, currently available treatments are variably effective in the different cancers and individual
patients. Together these patients� risks and the treatment limitations suggest a significant current and long-term
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demand for improved and novel cancer treatments.

All cancers involve the malfunction of genes that control cell growth and division. Only a small proportion of cancers
are strongly hereditary, in that an inherited genetic alteration confers a very high risk for developing cancer. Inherited
factors play a larger role in determining risk for some cancers (e.g., colorectal, breast and prostate) than for others. It
is now thought that many familial cancers arise from the interplay between common gene variations and
lifestyle/environmental risk factors. However, most cancers do not result from inherited genes but rather from damage
to genes occurring during a person�s lifetime. Genetic damage may result from internal factors, such as hormones or
the metabolism of nutrients within cells, or external factors, such as tobacco, or excessive exposure to chemicals,
sunlight or ionizing radiation.

Cancer cell growth is different from normal cell growth. Instead of being regulated and stopping growth in a
controlled manner, cancer cells continue to grow and form new, abnormal cells. Cancer cells can also invade (grow
into) other tissues, something that normal cells do not do. Cells become cancer cells because of DNA damage. DNA

3
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is in every cell and it directs all of the cell�s actions. In a normal cell, when DNA is damaged, the cell either repairs the
damage, or the cell dies. In cancer cells, the damaged DNA is not repaired, and the cell doesn�t die. Instead, it
continues to make new cells in an uncontrolled manner that the body doesn�t require. People can inherit abnormal
DNA, but most DNA damage is caused by abnormal cellular reproduction, usually triggered by environmental causes.
In most cases, the cancer cells form a tumor, though some cancers, like leukemia, involve the blood and
blood-forming organs and circulate through other tissues where they grow.

Cancer cells often travel to other parts of the body where they begin to grow and form new tumors. This happens
when the cancer cells get into the body�s bloodstream or lymph vessels; this process of cancer spreading is called
metastasis. No matter where a cancer may spread, it is always named for the place where it originated. For example,
breast cancer that has spread to the liver is called metastatic breast cancer, not liver cancer. Likewise, prostate cancer
that has spread to the bone is called metastatic prostate cancer, not bone cancer. Different types of cancer can behave
very differently. For instance, lung cancer and skin cancer are very different diseases. They grow at different rates and
respond to different treatments.

Product Portfolio

We have a product portfolio consisting of both commercial stage and development stage products that address various
cancer types (see �Research & Development� section below for our pipeline of cancer therapeutics that are in various
development stages). We remain committed to growing the sales of our currently marketed products, as we strive to
maintain a robust development pipeline.

Commercialized Products

Our commercialized drug products, and their approved indications, are summarized in the following table:

FUSILEV

FUSILEV (levoleucovorin), a novel folate analog and the pharmacologically active isomer (the levo-isomer) of the
racemic compound, calcium leucovorin. Leucovorin is a mixture of equal part of both isomers: the pharmacologically
active levo-isomer and the inactive dextro-isomer. Preclinical studies have demonstrated that the inactive
dextro-isomer may compete with the active levo-isomer for uptake at the cellular level. By removing the inactive
dextro form, the dosage of FUSILEV is one-half that of leucovorin and patients are spared the administration of an
inactive substance. FUSILEV is approved as a ready-to-use solution, and as freeze-dried powder.

4
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FUSILEV has the following indications for use:

� in combination chemotherapy with 5-fluorouracil in the palliative treatment of patients with advanced
metastatic colorectal cancer, or mCRC.

� for rescue after high-dose methotrexate therapy in osteosarcoma.

� to diminish the toxicity and counteract the effects of impaired methotrexate elimination and of inadvertent
overdosage of folic acid antagonists.

FOLOTYN

FOLOTYN (pralatrexate injection), a folate analogue metabolic inhibitor, was discovered by Memorial
Sloan-Kettering Cancer Center, SRI International and Southern Research Institute and developed by Allos
Therapeutics, Inc. (�Allos�). In September 2009, the FDA granted accelerated approval for FOLOTYN for use as a
single agent for the treatment of patients with relapsed or refractory PTCL. FOLOTYN was the first chemotherapy
approved by the FDA for the treatment of relapsed or refractory PTCL and has been available to patients in the U.S.
since October 2009.

According to the Lymphoma Research Foundation, lymphoma is the most common blood cancer. Hodgkin�s
lymphoma and non-Hodgkin�s lymphoma (�NHL�) are the two main forms of lymphoma. Lymphoma occurs when
lymphocytes, a type of white blood cell, grow abnormally and accumulate in one or more lymph nodes or lymphoid
tissues. The body has two main types of lymphocytes that can develop into lymphomas: B-lymphocytes (B-cells) and
T-lymphocytes (T-cells). PTCL comprises a group of rare and aggressive NHLs that develop from mature T-cells.
PTCL accounts for approximately 10 to 15% of all NHL cases in the U.S.

Based on preclinical studies, we believe that FOLOTYN selectively enters cells expressing RFC, a protein that is
frequently over expressed on cancer cells compared to normal cells. Once inside cancer cells, FOLOTYN is efficiently
polyglutamylated, which makes it less susceptible to efflux-based drug resistance and leads to high intracellular drug
retention compared to other antifolates. Inside the cell, FOLOTYN targets the inhibition of DHFR, an enzyme critical
in the folate pathway, thereby interfering with DNA and RNA synthesis and triggering cancer cell death.

We are exploring additional settings for FOLOTYN where methotrexate (�MTX�), a drug in the same category as
FOLOTYN, has been successfully used for decades in the treatment of breast cancer, bladder cancer, and lung cancer.
We plan to test FOLOTYN�s benefits in these settings because FOLOTYN is designed to provide greater activity than
MTX. In addition to its use alone as a single agent, we are evaluating FOLOTYN as part of different chemotherapy
combinations.

ZEVALIN

ZEVALIN (ibritumomab tiuxetan) injection for intravenous use is a prescription medication that is part of a three step
treatment regimen consisting of: two treatments of rituximab and one treatment of Yttrium-90 (Y-90) ZEVALIN. The
National Cancer Institute (�NCI�) estimated 71,000 new cases of NHL in the U.S. in 2014. Rituximab is used to reduce
the number of B-cells in the blood and Y-90 ZEVALIN is then given to treat NHL. It is currently approved in the U.S.
and more than 40 countries outside the U.S. including countries in Europe, Latin America and Asia for the treatment

Edgar Filing: SPECTRUM PHARMACEUTICALS INC - Form 10-K

Table of Contents 12



of patients with:

� Recurring, low-grade or follicular B-cell NHL, after other anticancer drugs are no longer working.

� Newly diagnosed follicular NHL following a response to initial anticancer therapy.
ZEVALIN would be used as an add-on to frontline therapy in which there is currently no competitor. A number of
Phase 2 studies have been completed by investigators with high response rates in this indication. We plan to complete
our Phase 3 study enrollment in early 2016 and file a supplemental Biologics License Application (�sBLA�) in 2018.

5

Edgar Filing: SPECTRUM PHARMACEUTICALS INC - Form 10-K

Table of Contents 13



Table of Contents

MARQIBO

MARQIBO is a novel, sphingomyelin/cholesterol liposome-encapsulated formulation of the FDA-approved anticancer
drug vincristine. MARQIBO�s approved indication is for the treatment of adult patients with Philadelphia
chromosome-negative acute lymphoblastic leukemia (�ALL�) in second or greater relapse or whose disease has
progressed following two or more lines of anti-leukemia therapy. In the U.S., approximately 6,000 patients per year
are diagnosed with ALL, of which approximately 1,600 can be categorized as ALL in second or greater relapse.

MARQIBO is also currently being explored for the treatment of the broader ALL indication as well as in NHL in
addition to its approved treatment for Philadelphia chromosome-negative ALL. We are evaluating a study in NHL.

BELEODAQ

BELEODAQ (belinostat) is a histone deacytelase, (�HDAC�) inhibitor for the treatment of patients with relapsed or
refractory PTCL. This indication was FDA approved in July 2014 under its accelerated approval program, based on
tumor response rate and duration of response. Its anticancer effect is thought to be mediated through multiple
mechanisms of action, including the inhibition of cell proliferation, induction of apoptosis (programmed cell death),
inhibition of angiogenesis, induction of differentiation, and the activity in tumors that had become resistant to
anticancer agents such as the platinums, taxanes and topoisomerase II inhibitors.

BELEODAQ is differentiated from other HDAC inhibitors that selectively inhibit a single class of HDAC enzymes
because it inhibits all three classes of the zinc-dependent HDAC enzymes (Class I, Class II and Class IV); this leads to
different alterations in histone and non-histone protein acetylation that, in turn, could importantly influence chromatin
accessibility, gene transcription, and activity in different cancer patients, including those who develop drug resistant
disease.

6
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BELEODAQ has many attributes that separate it from other currently marketed HDACs, including efficacy when
used alone and in combination, less toxicities (when compared to the reported rates of some adverse events with the
other currently-marketed HDACs), including less bone marrow toxicity, and a lack of other severe side effects, such
as mucositis, that may enable full dose combinations of this drug with several other cytotoxic agents.

Product Pipeline

Captisol-Enabled® MELPHALAN

Captisol-enabled MELPHALAN (�C-E MELPHALAN�) is a novel intravenous formulation that has the potential to
offer numerous advantages for clinicians and patients in the multiple myeloma transplant setting. Multiple myeloma is
a cancer of plasma cells, a type of white blood cell present mainly in the bone marrow that produces antibodies. In
multiple myeloma, a group of plasma cells (myeloma cells) become cancerous and multiply, raising the number of
plasma cells to a higher-than-normal level, which can crowd out normal blood cells and lead to abnormally high
proteins in the blood or urine. The NCI estimated 24,000 new cases of multiple myeloma in the U.S. in 2014, with the
incidence of new cases increasing by approximately 1.7% per year. The current intravenous Melphalan market is
approximately $100 million annually, with predominant use in stem cell transplants. The rate of autologous stem cell
transplantation for patients with multiple myeloma is growing by approximately 3.3% annually.

The C-E MELPHALAN formulation avoids the use of propylene glycol (�PG�), which is required as a co-solvent in the
current MELPHALAN formulation. PG has been reported to cause adverse renal and cardiac side-effects that limit the
ability to deliver higher quantities of intended therapeutic compounds. The use of Captisol technology to reformulate
MELPHALAN is anticipated to allow for longer administration durations and slower infusion rates, potentially
enabling clinicians to avoid reductions and safely achieve a higher dose intensity for pre-transplant chemotherapy.

Melphalan was granted Orphan Drug status by the FDA for use as a high-dose conditioning regimen prior to
hematopoietic progenitor (stem) cell transplantation. If approved, the propylene glycol-free formulation of Melphalan
will be the first product approved for this indication.

In December 2014, we filed our new drug application (�NDA�) for C-E MELPHALAN with the FDA. We expect FDA
review to take no longer than 10 months.

APAZIQUONE

APAZIQUONE is an anti-cancer agent that becomes activated by reductase enzymes often present in higher amounts
in cancer cells than in normal cells. It is currently being investigated for the treatment of Non-Muscle Invasive
Bladder Cancer (�NMIBC�), which is a cancer that is only in the innermost layer of the bladder and has not spread to
deeper layers of the bladder.

The ACS estimates that the 2014 incidence and prevalence of bladder cancer in the U.S. was approximately 75,000
cases. The global presence of bladder cancer is estimated at 2.7 million cases. According to Botteman et al.,
(PharmacoEconomics 2003), bladder cancer is the most expensive cancer to treat on a lifetime basis.

The initial treatment of this cancer is to attempt a complete surgical removal of the tumor. However, bladder cancer is
a highly recurrent disease with approximately 80% of patients recurring within five years, and a majority of patients
recurring within two years. This high recurrence rate is attributed to:
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� the highly implantable nature of cancer cells that are dispersed during surgery;

� incomplete tumor resection; and

� tumors present in multiple locations in the bladder which may be missed or too small to visualize at the time
of resection.
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Despite evidence in the published literature and guidance from the American and European Urology Associations,
instillation of a chemotherapeutic agent immediately following surgery is not a standard clinical practice. Currently,
there are no FDA approved drugs for this indication which may, in part, explain the difference between the literature
and urology guidelines and actual clinical management of this disease. For more than 30 years, no new drugs have
been introduced in the market for treatment of NMIBC.

APAZIQUONE is a bio-reductive alkylating indoloquinone that is enzymatically activated by enzymes that are over
expressed by bladder tumors that is being tested in NMIBC. Pharmacokinetic studies have verified that
APAZIQUONE is rarely detectable in the bloodstream of patients when it is administered either after surgical
resection or as a part of a delayed multi-instillation protocol. APAZIQUONE is inactivated in the systemic circulation
by the red blood cell fraction. The proposed dose therefore carries a minimal risk of systemic toxicity that could arise
from absorption of a drug through the bladder wall into the bloodstream. These features of APAZIQUONE are
distinct from other intravesical agents currently in use for the treatment of recurrent bladder cancer. An immediate
instillation of APAZIQUONE may help by:

� reducing tumor recurrence by destroying dispersed cancer cells that would otherwise re-implant onto the
inner lining of the bladder;

� destroying remaining cancer cells at the site of tumor resection (also known as chemo-resection); and

� destroying tumors not observed during resection (also known as chemo-ablation).
We expect to prepare and submit a NDA with the FDA for APAZIQUONE in the fourth quarter of 2015.

SPI-2012

SPI-2012, our third biologic drug, is being investigated for the treatment of chemotherapy-induced neutropenia. In
January 2012, we entered into a co-development and commercialization agreement with Hanmi Pharmaceutical Co.,
Ltd., for SPI-2012 based on Hanmi�s proprietary LAPSCOVERY� Technology. Chemotherapy can cause
myelosuppression and unacceptably low levels of white blood cells, making patients prone to infections,
hospitalizations, and interruption of additional chemotherapy treatments.

Granulocyte colony-stimulating factor, or GCSF, stimulates the production of white blood cells by the bone marrow.
A recombinant form of GCSF is used in appropriate cancer patients to accelerate recovery from neutropenia after
chemotherapy, allowing higher-intensity treatment regimens to be given at full-dose and on schedule. We believe the
worldwide annual market opportunity for GCSF-related drugs is over $6 billion.

In September 2014, we announced our decision to advance SPI-2012 to Phase 3 trials due to positive Phase 2 results
in our collaboration program with Hanmi. In late 2014, we met with each of the FDA and the European Medicines
Agency (�EMA�) to discuss our Phase 3 design, and now have identified more than 50 sites for its completion. We
expect to begin the Phase 3 clinical study in the second half of 2015.

Manufacturing
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We currently do not have internal manufacturing capabilities; therefore, all of our products are manufactured on a
contract basis. We expect to continue to contract with third-party providers for manufacturing and packaging services,
including active pharmaceutical ingredients (�API�) and finished-dosage products. We believe that our current
agreements with third-party manufacturers provide for sufficient operating capacity to support the anticipated
commercial demand and clinical requirements for our products. However, we are actively seeking multiple supplier
sources for all our drug products in order to mitigate the risk of over-reliance on any one supplier. We attempt to
prevent supply disruption through supply agreements, appropriate forecasting, and maintaining base stock levels. We
believe that we could quickly enter into another supply or manufacturing agreement on substantially similar terms if
we were required to do so.

8
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Sales and Marketing

We market and sell our drugs through a direct sales force in the U.S., and through distributors in Europe and Japan.
We divide the U.S. market between �corporate accounts� and �oncology accounts.� The primary decision makers for our
products are oncologists and hematologists. As of December 31, 2014, our U.S. sales force (management,
representatives, and direct support) numbered 100 employees.

Our corporate accounts are divided among five regions and 20 territories, led by our Executive Director of Corporate
Accounts Sales. Each region is managed by an Associate Director of Corporate Accounts who oversees five Corporate
Account Managers.

Our oncology accounts are divided among five regions and 35 territories, led by our Vice President of Sales. Each
region is managed by a Regional Sales Director who oversees six or seven Oncology Account Managers (sales
representatives), an Oncology Nurse Specialist (sales support), and a Clinical Logistical Specialist (sales support).

Customers

Our product sales are concentrated to large pharmaceutical distributors (that ship and bill to hospitals and clinics). The
customers that represent 10% or more of our total product sales in 2014, 2013, and 2012 are as follows:

Product Sales
2014 2013 2012

Oncology Supply, a division of ASD Specialty Healthcare, Inc.,
and its affiliates (excluding ICS) 40.4% 35.4% 26.5% 
McKesson Corporation and its affiliates 32.9% 19.8% 23.2% 
Integrated Commercialization Solutions, Inc. (�ICS�) * 15.8% 19.4% 
Cardinal Health, Inc. and its affiliates * * 15.7% 

* Less than 10%
We are exposed to credit risk associated with trade receivables that result from these product sales. We do not require
collateral or deposits from our customers due to our assessment of their creditworthiness and our long-standing
relationship with them. We maintain reserves for potential bad debt, though credit losses have historically been
nominal and within management�s expectations. A summary of our customers that represent 10% or more of our
accounts receivables, net, as of December 31, 2014 and 2013 are as follows:

Accounts Receivable, net
December 31,

2014
December 31,

2013
Oncology Supply, a division of ASD Specialty
Healthcare, Inc., and its affiliates (excluding ICS) 51.1% 37.7% 
McKesson Corporation and its affiliates 31.9% 30.7% 
Integrated Commercialization Solutions, Inc. (�ICS�) 11.9% *
Cardinal Health, Inc. and its affiliates * 10.3% 
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Competition

The pharmaceutical industry is characterized by rapidly-evolving biotechnology and intense competition, which we
expect will continue. Many companies are engaged in research and development of compounds that are similar to ours
� both commercialized and in development. In the event that one or more of our competitor�s programs are successful,
the market for some of our drug products could be reduced or eliminated. Any product for which we obtain FDA
approval must also compete for market acceptance and market share.

Successful marketing of branded products depends primarily on the ability to communicate the effectiveness, safety,
and value of the products to healthcare professionals in private practice, group practices, hospitals, academic
institutions and managed care organizations. Competition for branded drugs is less driven by price and is more
focused on innovation in treatment of disease, advanced drug delivery, and specific clinical benefits over competitive
drug therapies. Unless our products are shown to be differentiated, i.e., have a better safety profile, efficacy, and
cost-effectiveness, as compared to other alternatives, they may not gain acceptance by medical professionals and may
therefore never be commercially successful.

Companies that have products on the market or in research and development that target the same indications as our
products include, among others, Astra Zeneca PLC, Bayer AG, Endo International plc, Eli Lilly and Co., Novartis
AG, Genentech, Inc. (Roche), Bristol-Myers Squibb Company, GlaxoSmithKline, Biogen-IDEC Pharmaceuticals,
Inc., OSI Pharmaceuticals, Inc. (Astellas Pharma), Cephalon, Inc. (Teva Pharmaceuticals), Sanofi-Aventis, Inc.,
Pfizer, Inc., Genta Incorporated, Merck, Celgene Corporation, BiPar Sciences, Inc., Genzyme Corporation, Shire
Pharmaceuticals, AbbVie, Poniard Pharmaceuticals, Inc., and Johnson & Johnson.

Each of the aforementioned companies may be more advanced in development of competing drug products. Many of
these competitors are large and well-capitalized companies focusing on a wide range of cancers and drug indications,
and have substantially greater resources and expertise than we do.

The general competitive landscape for each of our commercialized products is summarized below:

(a) FUSILEV is the levo-isomeric form of the racemic compound calcium, leucovorin, a product already
approved for the same indication as FUSILEV. As there are currently three generic companies approved by
the FDA to sell the leucovorin product, we are competing with a low-cost alternative. In addition, as
discussed in Section 1A, Risks Related to Our Business, FUSILEV may also face, absent further court
invention, competition from a new generic levo-leucovorin product in the near future.

(b) ZEVALIN has three competitive products for its currently approved indications:

� Rituxan® (rituximab), marketed by Genentech and Biogen, is indicated for the treatment of patients
with relapsed or refractory, low-grade or follicular, CD20-positive, B-cell NHL as a single agent;
previously untreated follicular, CD20-positive, B-cell NHL in combination with CVP
(cyclophosphamide, vincristine and prednisone combination) chemotherapy; and non-progressing
(including stable disease), low-grade, CD20-positive B-cell NHL, as a single agent, after first-line
CVP chemotherapy. Rituxan is administered as a part of various chemotherapy regimens and
schedules, the vast majority of which, could be used in concert with other therapeutic agents, such as
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� Treanda® (bendamustine hydrochloride) for Injection, for Intravenous Infusion, marketed by
Cephalon, is indicated for the treatment of patients with indolent B-cell NHL that has progressed
during or within six months of treatment with rituximab or a rituximab-containing regimen.

� Bexxar® therapeutic regimen (Tositumomab and Iodine I 131 Tositumomab), a radiopharmaceutical
marketed by GlaxoSmithKline, is indicated for the treatment of patients with CD20 antigen-expressing
relapsed or refractory, low-grade, follicular, or transformed NHL, including patients with
Rituximab-refractory NHL. As of February 20, 2014, the manufacturer of this product has
discontinued both the manufacture and sale of Bexxar.

(c) FOLOTYN, the first agent approved by the FDA for treatment of patients with relapsed or refractory PTCL,
has two competitive products for its currently approved indications:

� Romidepsin, marketed by Celgene, Inc., was granted accelerated approval by the FDA in June 2011
for the treatment of patients with PTCL who have received at least one prior therapy. This was the
second indication approved for romidepsin, which was initially approved by the FDA in November
2009 for the treatment of patients with CTCL who have received at least one prior systemic therapy.
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� Brentuximab vedotin, marketed by Seattle Genetics, Inc., was also granted accelerated approval by the
FDA in August 2011 for two indications, one of which was for the treatment of patients with systemic
anaplastic large cell lymphoma (�ALCL�) after failure of at least one prior multi-agent chemotherapy
regimen. ALCL is one of the subtypes of PTCL included in the labels of both FOLOTYN and
romidepsin.

We are aware of multiple investigational agents that are currently being studied in clinical trials for PTCL,
including alisertib, which, if approved, may compete with FOLOTYN in the U.S. Because of the natural
history of PTCL with repeated treatment failures, it is likely that many patients would receive treatment with
more than one agent (e.g., BELEODAQ and FOLOTYN). In addition, there are many existing approaches
used in the treatment of relapsed or refractory PTCL, including combination chemotherapy and single agent
regimens, which represent competition for FOLOTYN.

(d) MARQIBO is a next generation liposomal form of standard vincristine. In its current indication,
MARQIBO is approved for adult patients with relapsed or refractory Ph-ALL who have not
responded or relapsed after two prior treatments. Currently, standard vincristine is not approved for
the same indication as MARQIBO.

(e) BELEODAQ is a histone deacetylase inhibitor indicated for the treatment of patients with relapsed or
refractory PTCL. This indication is approved under accelerated approval based on tumor response rate and
duration of response. An improvement in survival or disease-related symptoms has not been established.
Continued approval for this indication may be contingent upon verification and description of clinical benefit
in the confirmatory trial.

Research and Development

New drug development is the process whereby drug product candidates are tested for the purpose of filing a new drug
application or a Biologic License Application (�BLA�) in the U.S. (or similar filing in other countries). Obtaining
marketing approval from the FDA or similar regulatory authorities outside of the U.S. is an inherently uncertain,
lengthy and expensive process that requires several phases of clinical trials to demonstrate to the satisfaction of the
appropriate regulatory authorities that the products are both safe and effective for their respective indications. Our
development focus is primarily based on acquiring and developing late-stage development drugs as compared to new
drug discovery, which is particularly uncertain and lengthy.

11
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Our in-development products are summarized below:

Our research and development expenses for drug development are comprised of personnel expenses, contracted
services, license fees and milestone payments, clinical trial costs, laboratory supplies, drug products, and certain
allocations of corporate costs. The below table summarizes our research and development expenses by project in
2014, 2013, and 2012:

Research and Development Expenses for the Year Ended
December 31,
(in thousands)

2014 2013 2012
APAZIQUONE $ 1,377 $ 1,078 $ 6,642
BELEODAQ     20,911*     6,733     3,742
FUSILEV 442 4,517 1,416
FOLOTYN 4,927 2,992 1,586
ZEVALIN 6,950 8,572 5,040
SPI-2012 4,141 1,403 1,049
LUCANTHONE �  795 792
MARQIBO 6,623 4,099 �  
MELPHALAN 5,966 3,400 �  
OZARELIX �  247 724
ORTATAXEL �  421 554
RENAZORB 854 346 1,299
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Other in-development compounds and drugs 1,113 1,823 4,695

Total � Direct costs 53,304 36,426 27,539
Add: Indirect costs (including stock-based compensation
of $1,800, $2,000, and $1,800, respectively) 21,073 13,335 21,404
(Less): Reimbursements from development partners for
SPI-2012 and BELEODAQ (2,758) (804) (7,383) 
(Less): Incurred FOLOTYN study costs that reduce our
Mundipharma drug development liability (1,957) (2,287) �  

Total research and development expenses $ 69,662 $ 46,670 $ 41,560

* Inclusive of 2014 milestone payment of $17.8 million.
Patents and Proprietary Rights

Our Patents and Proprietary Rights

We in-license from third parties certain patent and related intellectual property rights related to our proprietary drug
products. Under most of these license arrangements, we are generally responsible for all development, patent filing
and maintenance costs, sales, marketing and liability insurance costs related to the drug products.

In addition, these licenses and agreements may require us to make royalty and other payments and to reasonably
utilize the underlying technology of applicable patents. If we fail to comply with these and other terms in these
licenses and agreements, we could lose the underlying rights to one or more of our potential products, which would
adversely affect our product development and harm our business.

The protection, preservation and infringement-free commercial utilization of these patents and related intellectual
property rights are very important to the successful execution of our strategy. However, the issuance of a patent is
neither conclusive as to its validity nor as to the enforceable scope of the claims of the patent. Accordingly, our
patents and the patents we have licensed may not prevent other companies from developing similar or functionally
equivalent products or from successfully challenging the validity of our patents. If our patent applications are not
allowed or, even if allowed and issued as patents, if such patents or the patents we have in-licensed are circumvented
or not upheld by the courts, our ability to competitively utilize our patented products and technologies may be
significantly reduced. Also, such patents may or may not provide competitive advantages for their respective products
or they may be challenged or circumvented by competitors, in which case our ability to commercially sell these
products may be diminished.

From time-to-time, we may need to obtain licenses to patents and other proprietary rights held by third parties to
develop, manufacture and market our products. If we are unable to timely obtain these licenses on commercially
reasonable terms, our ability to commercially exploit such products may be inhibited or prevented.

We believe that our patents and licenses are critical to operating our business, as summarized below by
commercialized and in-development drug products.

FUSILEV: Fusilev has orphan drug exclusivity for two indications including the treatment of (i) osteosarcoma, which
expired on March 7, 2015 and (ii) metastatic colorectal cancer which expires on April 29, 2018. FUSILEV also has a
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U.S. composition of matter patent that expires in March 2022; on February 20, 2015, however, the U.S. District Court
for the District of Nevada found the asserted claims of the patent covering FUSILEV to be invalid. On February 27,
2015 the Company filed its Notice of Appeal of that decision.

ZEVALIN: We have sublicensed U.S. patents that cover the processes and tools for making monoclonal anti-bodies or
MABs, in general, licensed U.S. patents that cover the CD-20 MAB in ZEVALIN as well as the use of ZEVALIN to
treat NHL, and acquired patents covering the ZEVALIN compounding process (i.e., process of linking
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the CD-20 MAB to a radioactive isotope to make the patient-ready dosage form of ZEVALIN). These patents expire
over a wide range of dates, but the licensed patents covering the CD-20 MAB itself do not begin to expire until 2015.
Additionally, we have U.S. patents covering the compounding process expiring in 2019, and we are considering filing
new patent applications.

FOLOTYN: We have a composition of matter patent due to expire in 2022 following a five-year patent term extension
in U.S. The composition of matter patent is due to expire in Europe in 2017 but is eligible for a similar patent term
extension following regulatory approval in Europe. We also have patents covering the use of FOLOTYN for PTCL
that will not expire until 2025. Additionally, we have issued patents and pending patent applications in U.S. and many
other countries claiming different uses of FOLOTYN, and we are considering filing new patent applications.

MARQIBO: We have U.S. and European patents covering the use of MARQIBO for leukemia, lymphoma and
melanoma, and a U.S. patent covering the MARQIBO kit, all expiring in 2020. We have filed an application for patent
term extension to December 2024 for one of the patents covering the use of MARQIBO for relapsed leukemia and
lymphoma in the U.S. However, it is not certain if the patent term extension will be granted by the U.S. Patent and
Trademark Office (�USPTO�). We have filed a PCT application claiming a method of encapsulating vincristine sulphate
into liposomes. We are presently in process of developing a �single vial� formulation of MARQIBO, and if we are
successful, we believe our U.S. patent coverage could be extended to 2036.

BELEODAQ: The composition of matter patents that cover BELEODAQ and related compounds do not begin to
expire until 2027. Currently, there are multiple U.S. and foreign patent applications pending that cover BELEODAQ
formulations, uses and manufacturing and synthesis processes. We plan to file additional U.S. and foreign patent
applications covering new formulations, uses, and manufacturing and synthesis processes.

APAZIQUONE: The U.S. formulation patent does not expire until 2022, and method of treatment of bladder cancer
using a stabilized formulation that does not expire until 2024. Formulation patents outside U.S. are due to expire in
2022. We have filed and plan to file additional U.S. and foreign patent applications covering new formulations and/or
uses for this product.

OZARELIX: Our composition of matter patent in the U.S. and ex-U.S. expires in 2020, and our formulation patent
expires in 2023. We also have method of use patent applications on file.

ORTAXTEL: Two U.S. composition patents expired in 2013. Corresponding European patents expired in 2014, while
multiple manufacturing and synthesis patents in U.S. and Europe do not begin to expire until 2021. We anticipate
filing new method of use and formulation patent applications.

LUCANTHONE: Our U.S. method of use patent expires in 2019.

RENAZORB: We have one method of use patent that is expiring in 2024, and pending U.S. and foreign patent
applications covering compositions of matter, manufacturing process, and methods directed to treating
hyperphosphatemia.

SPI-1620: We have filed method of use patent applications in the U.S. and Europe. We also have multiple U.S.
method of use patents that expire in 2024, and we have ongoing filings for their European patent counterparts. We
also filed patent applications in the U.S. and Europe for another method of use, and anticipate filing future patent
applications pending the continued development of new methods of use and new formulations.
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SPI-2012: Composition of matter patents covering SPI-2012 are due to expire in 2025 in the U.S. and in 2024 outside
the U.S. SPI-2012 is also covered by additional patents claiming various aspects of the technology that are due to
expire between 2024 and 2030 and have filed patent applications for its formulation.

C-E MELPHALAN: This drug is covered by issued patents claiming improved Captisol ® technology that are due to
expire between 2025 and 2029 in the U.S. Outside the U.S., we have issued patents that cover improved Captisol
technology that are due to expire in 2025 and pending applications with anticipated expiry in 2029, if issued. We also
have filed patent application covering Captisol-based formulation of Melphalan in the U.S. and a number of other
countries.
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***

We are constantly evaluating our patent portfolio and are currently assessing and filing patent applications for our
drug products and are considering new patent applications in order to maximize the life cycle of each of our products.

While the U.S. and the European Union are currently the largest potential markets for most of our products, we also
have patents issued and patent applications pending outside of the U.S. and Europe. Limitations on patent protection
in these countries, and the differences in what constitutes patentable subject matter in countries outside the U.S., may
limit the protection we have on patents issued or licensed to us outside of the U.S. In addition, laws of foreign
countries may not protect our intellectual property to the same extent as would laws in the U.S.

To minimize our costs and expenses and to maintain effective protection, we usually focus our patent and licensing
activities within the U.S., the European Union, Canada and Japan. In determining whether or not to seek a patent or to
license any patent in a certain foreign country, we weigh the relevant costs and benefits, and consider, among other
things, the market potential and profitability, the scope of patent protection afforded by the law of the jurisdiction and
its enforceability, and the nature of terms with any potential licensees. Failure to obtain adequate patent protection for
our proprietary drugs and technology would impair our ability to be commercially competitive in these markets.

In conducting our business generally, we rely upon trade secrets, know-how, and licensing arrangements and use
customary practices for the protection of our confidential and proprietary information such as confidentiality
agreements and trade secret protection measures. It is possible that these agreements will be breached or will not be
enforceable in every instance, and that we will not have adequate remedies for any such breach. It is also possible that
our trade secrets or know-how will otherwise become known or independently developed by competitors. The
protection of know-how is particularly important because it is often necessary or useful information that allows us to
practice the claims in the patents related to our proprietary drug products.

In addition to the specific intellectual property subjects discussed above, we have trademark protection in the U.S. for
Spectrum Pharmaceuticals, Inc.®, FUSILEV®, MARQIBO®, BELEODAQ®, EOquin®, Spectrum Therapy Access
Resources, STAR, ZEVALIN®, FOLOTYN flower design associated with FOLOTYN and RenaZorb®. We also have
the FOLOTYN trademark and the associated flower design registered in Europe and other countries. Additionally, for
some other of these and other works related to our business, we have pending U.S. and ex-U.S. trademark
applications.
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The Patent Process

The U.S. Constitution provides Congress with the authority to provide inventors the exclusive right to their
discoveries. Congress codified this right in U.S. Code Title 35, which gave USPTO the right to grant patents to
inventors and defined the process for securing a U.S. patent. This process involves the filing of a patent application
that instructs a person having ordinary skill in the respective art how to make and use the invention in clear and
concise terms. The invention must be novel (i.e., not previously known) and non-obvious (i.e., not an obvious
extension of what is already known). The patent application concludes with a series of claims that specifically
describe the subject matter that the patent applicant considers his invention.

The USPTO undertakes an examination process that can take from one to seven years, or more, depending on the
complexity of the patent and the problems encountered during examination.

In exchange for disclosing the invention to the public, for all U.S. patent applications filed after 1995, the successful
patent applicant is currently provided a right to exclude others from making, using or selling the claimed invention for
a period of 20 years from the effective filing date of the patent application.

Under certain circumstances, a patent term may be extended. Patent extensions are most frequently granted in the
pharmaceutical and medical device industries under the Drug Price Competition and Pricing Term Restoration Act of
1984, or the Hatch-Waxman Act, to recover some of the time lost during the FDA regulatory process, subject to a
number of limitations and exceptions. The patent term may be extended up to a maximum of five years; however, as a
general rule, the average extension period granted for a new drug is approximately three years. Only one patent can be
extended per FDA approved product, and a patent can only be extended once.

Product Exclusivity

Under the Hatch-Waxman Act, drug products are provided exclusivity whereby the FDA will not accept applications
to market a generic form of an innovator reference listed drug product until the end of the prescribed period. A
product is granted a five-year period of exclusivity if it contains a chemical entity never previously approved by the
FDA either alone or in combination, although generic applications may be submitted after four years if they contain a
certification of patent invalidity or non-infringement as further discussed below. A three-year period of exclusivity is
granted to a previously approved product based on certain changes (e.g., in strength, dosage form, route of
administration or conditions of use), where the application is supported by new clinical investigations that are
essential to approval. In addition, in 1997, Congress amended the law to provide an additional six months of
exclusivity as a reward for studying drugs in children. This pediatric exclusivity, which can be obtained during the
approval process or after approval, effectively delays the approval of a generic application until six months after the
expiration of any patent or other exclusivity that would otherwise delay approval, thus providing an additional six
months free of generic competition. In order to qualify for pediatric exclusivity, the FDA must make a written request
for pediatric studies, the application holder must agree to the request and complete the studies with required
timeframe, and the studies must be accepted by the FDA based on a determination that the studies fairly respond to the
request. The provisions were enacted with a five-year sunset date, and have been reauthorized in 2002, 2007 and 2012.

Generic Approval and Patent Certification

The Hatch-Waxman Act also created the abbreviated new drug application, or ANDA, approval process, which
permits the approval of a generic version of a previously approved branded drug without the submission of a full new
drug application, or NDA, and based in part on the FDA�s finding of safety and effectiveness for the reference listed
drug. Applicants submitting an NDA are required to list patents associated with the drug product, which are published
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in the FDA Orange Book, and the timing of an ANDA approval depends in part on patent protection for the branded
drug. When an ANDA is filed, the applicant must file a certification for each of the listed patents for the branded drug,
stating one of the following: (1) that there is no patent information listed; (2) that such patent has expired; (3) that the
patent will expire on a particular date (indicating that the ANDA may be approved on that date); or (4) that the drug
for which approval is sought either does not infringe the patent or the patent is invalid, otherwise known as
paragraph IV certification. If an ANDA applicant files a paragraph IV certification, it is required to provide the patent
holder with notice of that certification. If the patent holder brings suit against the ANDA applicant for patent
infringement within 45 days of receiving notice, the FDA may not approve the ANDA until the earlier of
(i) 30 months from the patent holder�s receipt of the notice (the 30-month stay) or (ii) the issuance of a final,
non-appealed, or non-appealable court decision finding the patent invalid, unenforceable or not infringed.
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The Hatch-Waxman Act also provided an incentive for generic manufacturers to file paragraph IV certifications
challenging patents that may be invalid, unenforceable, or not infringed, whereby the first company to successfully
challenge a listed patent and receive ANDA approval is protected from competition from subsequent generic versions
of the same drug product for 180 days after the earlier of (1) the date of the first commercial marketing of the
first-filed ANDA applicant�s generic drug or (2) the date of a decision of a court in an action holding the relevant
patent invalid, unenforceable, or not infringed. These 180-day exclusivity provisions have been the subject of
litigation and administrative review, and the Medicare Prescription Drug, Improvement, and Modernization Act of
2003, or MMA, amended the provisions in several ways, including by providing that an ANDA applicant entitled to
180-day exclusivity may lose such exclusivity if any of the following events occur: (1) failure to market;
(2) withdrawal of the ANDA; (3) change in patent certification; (4) failure to obtain tentative approval; (5) illegal
settlement agreement; and (6) patent expiration.

With respect to the illegal settlement prong, the MMA amendments require that certain types of settlement agreements
entered into between branded and generic pharmaceutical companies related to the manufacture, marketing and sale of
generic versions of branded drugs are required to be filed with the Federal Trade Commission and the Department of
Justice for review of potential anti-competitive practices. This requirement could affect the manner in which generic
drug manufacturers resolve intellectual property litigation and other disputes with branded pharmaceutical companies,
and could result generally in an increase in private-party litigation against pharmaceutical companies. The impact of
this requirement, and the potential governmental investigations and private-party lawsuits associated with
arrangements between brand name and generic drug manufacturers, remains uncertain and could adversely affect our
business. In addition, Congress has considered enacting legislation that would prohibit such settlements between
brand name and generic drug manufacturers. Such a provision was considered as part of the Patient Protection and
Affordable Care Act, or PPACA, signed into law on March 23, 2010. However, Congress removed the provision prior
to passage. It is possible that Congress will again consider a ban on such settlements between brand name and generic
drug manufacturers in the future.

The PPACA provides exclusivity protections for certain innovator biological products and a framework for FDA
review and approval of biosimilar and interchangeable versions of innovator biologic products. The PPACA provides
that no application for a biosimilar product may be approved until 12 years after the date on which the innovator
product was first licensed, and no application may be submitted until four years after the date of first licensure.
Products deemed interchangeable (as opposed to biosimilar) are also eligible for certain exclusivity.

Orphan Drug Designation

Some jurisdictions, including Europe and the U.S., may designate drugs for relatively small patient populations as
�orphan� drugs. The FDA may grant orphan drug designation to a drug intended to treat a rare disease or condition that
affects fewer than 200,000 individuals in the U.S., and a drug may also be considered an orphan even if the drug treats
a disease or condition affecting more than 200,000 individuals in the U.S. Orphan drug designation does not
necessarily convey any advantage in, or shorten the duration of, the regulatory review and process for marketing
approval. If a product with an orphan drug designation subsequently receives the first FDA approval for the indication
for which it has such designation, the product is entitled to seven years of orphan drug exclusivity, during which time
FDA will not approve any other application to market the same drug for the same indication except in limited
circumstances, such as a showing of clinical superiority to the product with orphan exclusivity. Also, competitors are
not prohibited from receiving approval to market the same drug or biologic for a different indication than that which
received orphan approval.

Under European Union medicines laws, the criteria for designating an �orphan medicinal product� are similar in
principle to those in the U.S. Criteria for orphan designation are set out in Article 3 of Regulation (EC) 141/2000 on
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the basis of two alternative conditions. A medicinal product may be designated as orphan if it is intended for the
diagnosis, prevention or treatment of a life-threatening or chronically debilitating condition affecting not more than
five in 10,000 persons in the European Union, or EU, when the application is made. This is commonly known as the
�disease prevalence criterion� Alternatively, a product may be so designated if it is intended for the diagnosis,
prevention or treatment of a life-threatening, seriously debilitating or serious and chronic condition in the EU and if
without incentives it is unlikely that the marketing of the product in the EU would generate sufficient return to justify
the necessary investment. This is commonly known as the �insufficient return criterion.�
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These two alternative criteria must cumulatively meet the second condition that there exists no satisfactory method of
diagnosis, prevention or treatment of the condition in question that has been authorized in the EU, or if such a method
exists, the product will be of significant benefit to those affected by the condition. �Significant benefit� is defined in
Regulation (EC) 847/2000 as a clinically relevant advantage or a major contribution to patient care.

Upon grant of a marketing authorization, orphan medicinal products are entitled to ten years of market exclusivity in
respect of the approved therapeutic indication. Within the period of market exclusivity, no competent authority in the
EU is permitted to accept an application for marketing authorization, a variation or a line-extension for the same
approved therapeutic indication in respect of a similar medicinal product pursuant to Article 8.1 of
Regulation 141/2000 unless one of derogations set out in Article 8.3 of the same Regulation applies. In order to
determine whether two products are considered similar, Regulation 847/2000 requires an assessment of the principal
molecular structure and the underlying mode of action. Any minor variation or modification of the principal molecular
structure would not ordinarily render the second product dissimilar to the first authorized product.

In order for the second applicant to break the market exclusivity granted to the first authorized similar medicinal
product in respect of the same therapeutic indication, the second applicant would principally rely upon data to
demonstrate that its product is safer, more efficacious or clinically superior to the first product pursuant to Article 8.3I
of Regulation 141/2000. Ordinarily, such an assessment will require a head-to-head comparative clinical trial for the
purpose of demonstrating clinical superiority.

The 10-year market exclusivity may be reduced to six years if at the end of the fifth year it is established that the
product no longer meets the criteria for orphan designation on the basis of available evidence. To date, each of our
five drugs continues to meet the orphan drug designation requirements.

FUSILEV has been granted orphan drug designations for its use in conjunction with high dose methotrexate in the
treatment of osteosarcoma and for its use in combination chemotherapy with the approved agent 5-fluorouracil in the
palliative treatment of metastatic adenocarcinoma of the colon and rectum (colorectal cancer). In addition, FOLOTYN
has been granted an orphan drug designation for PTCL and CTCL and BELEODAQ has been granted an orphan drug
designation for PTCL. As discussed above, a drug with orphan designation status may obtain orphan exclusivity upon
marketing approval under specified conditions set out in the applicable laws and regulations.

Governmental Regulation

The development, production and marketing of our proprietary and generic drug and biologic products are subject to
regulation for safety, efficacy and quality by numerous governmental authorities in the U.S. and other countries. In the
U.S., drugs and biologics are subject to rigorous regulation. The Federal Food, Drug, and Cosmetic Act, as amended
from time to time, and the regulations promulgated there under, as well as other federal and state statutes and
regulations, govern, among other things, the development, approval, manufacture, safety, labeling, storage, record
keeping, distribution, promotion, and advertising of our products. Product development and approval within this
regulatory framework, including for drugs already at a clinical stage of development, can take many years and require
the expenditure of substantial resources, and to obtain FDA approval, a product must satisfy mandatory quality, safety
and efficacy requirements. In addition, each drug-manufacturing establishment must be registered with the FDA.
Domestic manufacturing establishments must comply with the FDA�s current good manufacturing practice (�GMP�),
regulations and are subject to inspections by the FDA. To supply drug ingredients or products for use in the U.S.,
foreign manufacturing establishments must also comply with GMP and are subject to inspections by the FDA or by
other regulatory authorities in certain countries under reciprocal agreements with the FDA.

General Information about the Drug Approval Process and Post-Marketing Requirements
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The U.S. system of new drug and biologics approval is a rigorous process. Only a small percentage of compounds that
enter the pre-clinical testing stage are ever approved for commercialization. Our strategy focuses on in-licensing
clinical stage drug products that are already in or about to enter human clinical trials. A late-stage focus helps us to
effectively manage the high cost of drug development by focusing on compounds that have already passed the many
hurdles in the pre-clinical and early clinical process.
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The following general comments about the drug approval process are relevant to the development activities we are
undertaking with our proprietary products.

Pre-clinical Testing: During the pre-clinical testing stage, laboratory and animal studies are conducted to show
biological activity of a drug or biologic compound against the targeted disease. The compound is evaluated for safety.
While all of our compounds are currently in clinical trials, it is possible that additional pre-clinical testing could be
requested by a regulatory authority for any of our compounds.

Investigational New Drug Application: After certain pre-clinical studies are completed, an Investigational New Drug
(�IND�) application is submitted to the FDA to request the ability to begin human testing of the drug or biologic. An
IND becomes effective thirty days after the FDA receives the application (unless the FDA notifies the sponsor of a
clinical hold), or upon prior notification by the FDA.

Phase 1 Clinical Trials: These trials, typically involving small numbers of healthy volunteers or patients and usually
define a drug candidate�s safety profile, including the safe dosage range.

Phase 2 Clinical Trials: In Phase 2 clinical trials, controlled studies of human patients with the targeted disease are
conducted to assess the drug�s effectiveness. These studies are designed primarily to determine the appropriate dose
levels, dose schedules and route(s) of administration, and to evaluate the effectiveness of the drug or biologic on
humans, as well as to determine if there are any side effects on humans to expand the safety profile following Phase 1.
These clinical trials, and Phase 3 trials discussed below, are designed to evaluate the product�s overall benefit-risk
profile, and to provide information for physician labeling.

Phase 3 Clinical Trials: This phase usually involves a larger number of patients with the targeted disease.
Investigators (typically physicians) monitor the patients to determine the drug candidate�s efficacy and to observe and
report any adverse reactions that may result from long-term use of the drug on a large, more widespread, patient
population. During the Phase 3 clinical trials, typically the drug candidate is compared to either a placebo or a
standard treatment for the target disease.

New Drug Application or Biologic License Application: After completion of all three clinical trial Phases, if the data
indicates that the drug is safe and effective, a NDA or BLA is filed with the FDA requesting FDA approval to market
the new drug as a treatment for the target disease.

Fast Track and Priority Review: The FDA has established procedures for accelerating the approval of drugs to be
marketed for serious or life threatening diseases for which the manufacturer can demonstrate the potential to address
unmet medical needs.

Abbreviated New Drug Application: An ANDA is an abbreviated new drug application for generic drugs created by
the Hatch-Waxman Act. When a company files an ANDA, it must make a patent certification regarding the patents
covering the branded product listed in the FDA�s Orange Book. The ANDA drug development process generally takes
less time than the NDA drug development process since the ANDA process usually does not require new clinical trials
establishing the safety and efficacy of the drug product.

NDA/BLA and ANDA Approval: The FDA approves drugs and biologics that are subject to NDA and BLA review
based on data in the application demonstrating the product is safe and effective in its proposed use(s) and that the
product�s benefits outweigh its risks. The FDA will also review the NDA or BLA applicant�s manufacturing process
and controls to ensure they are adequate to preserve the drug�s identity, strength, quality, and purity. Finally, the FDA
will review and approve the product�s proposed labeling. As for the ANDA approval process, these �abbreviated�
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applications are generally not required to include preclinical or clinical data to establish safety and effectiveness.
Rather, an ANDA must demonstrate both chemical equivalence and bio-equivalence (the rate and extent of absorption
in the body) to the innovator drug � unless a bio-equivalence waiver is granted by the FDA.

Phase 4 Clinical Trials: After a drug has been approved by the FDA, Phase 4 studies may be conducted to explore
additional patient populations, compare the drug to a competitor, or to further study the risks, benefits and optimal use
of a drug. These studies may be a requirement as a condition of the initial approval of the NDA or BLA.
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Post-Approval Studies Requirements under FDAAA: The Food and Drug Administration Amendments Act of 2007, or
FDAAA, significantly added to the FDA�s authority to require post-approval studies. Under the FDAAA, if the FDA
becomes aware of new safety information after approval of a product, they may require us to conduct further clinical
trials to assess a known serious risk, signals of serious risk or to identify an unexpected serious risk. If required to
conduct a post-approval study, periodic status reports must be submitted to the FDA. Failure to conduct such
post-approval studies in a timely manner may result in administrative action being taken by FDA, including
substantial civil fines.

Risk Evaluation and Mitigation Strategy Authority under FDAAA: The FDAAA also gave the FDA new authority to
require the implementation of a Risk Evaluation and Mitigation Strategy, or REMS, for a product when necessary to
minimize known and preventable safety risks associated with the product. The FDA may require the submission of a
REMS before a product is approved, or after approval based on �new safety information,� including new analyses of
existing safety information. A REMS may include a medication guide, patient package insert, a plan for
communication with healthcare providers, or other elements as the FDA deems are necessary to assure safe use of the
product, which could include imposing certain restrictions on distribution or use of a product. A REMS must include a
timetable for submission of assessments of the strategy at specified time intervals. Failure to comply with a REMS,
including the submission of a required assessment, may result in substantial civil or criminal penalties.
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Other Issues Related to Product Safety: Adverse events that are reported after marketing approval also can result in
additional limitations being placed on a product�s use and, potentially, withdrawal of the product from the market. In
addition, under the FDAAA, the FDA has authority to mandate labeling changes to products at any point in a product�s
lifecycle based on new safety information derived from clinical trials, post-approval studies, peer-reviewed medical
literature, or post-market risk identification and analysis systems data.

FDA Enforcement

The development of drug and biologic products, as well as the marketing of approved drugs and biologics, is subject
to substantial continuing regulation by the FDA, including regulation of adverse event reporting, manufacturing
practices and the advertising and promotion of the product. Failure to comply with the FDA and other governmental
regulations can result in fines, unanticipated compliance expenditures, recall or seizure of products, total or partial
suspension of production and/or distribution, suspension of the FDA�s review of NDAs, BLAs, ANDAs or other
product applications, enforcement actions, injunctions and criminal prosecution. Under certain circumstances, the
FDA also has the authority to revoke previously granted drug approvals. Although we have internal compliance
programs, if these programs do not meet regulatory agency standards or if our compliance is deemed deficient in any
significant way, it could have a material adverse effect on our business.

With respect specifically to information submitted to FDA in support of marketing applications, the FDA, under its
Fraud, Untrue Statements of Material Facts, Bribery and Illegal Gratuities Policy, can significantly delay the approval
of a marketing application, or seek to withdraw an approved application where it identifies fraud or discrepancies in
regulatory submissions. Such actions by the FDA may significantly delay or suspend substantive scientific review of a
pending application during validity assessment or remove approved products from the market until the assessment is
complete and questions regarding reliability of the data are resolved. In addition, the Generic Drug Enforcement Act
of 1992 established penalties for wrongdoing in connection with the development or submission of an ANDA. Under
this Act, the FDA has the authority to permanently or temporarily bar companies or individuals from submitting or
assisting in the submission of an ANDA, and to temporarily deny approval and suspend applications to market generic
drugs. The FDA may also suspend the distribution of all drugs approved or developed in connection with certain
wrongful conduct and/or withdraw approval of an ANDA and seek civil penalties.

Healthcare Reform

Continuing studies of the proper utilization, safety and efficacy of pharmaceuticals and other health care products are
being conducted by industry, government agencies and others. Such studies, which increasingly employ sophisticated
methods and techniques, can call into question the utilization, safety and efficacy of previously marketed products and
in some cases have resulted, and may in the future result, in the discontinuance of their marketing.

The Patient Centered Outcomes Research Institute, a private, non-profit corporation created as a result of the PPACA,
is tasked with assisting patients, clinicians, purchasers, and policy-makers in making informed health decisions. One
of the Institute�s initiatives will be to conduct comparative clinical effectiveness research, which is defined as �research
evaluating and comparing health outcomes and the clinical effectiveness, risks, and benefits of two or more medical
treatments, services, and items.� It is important to note that the Institute would not be permitted to mandate coverage,
reimbursement, or other policies for any public or private payer, however the outcome of the Institute�s initiatives
could influence prescriber behavior.

Foreign Regulation
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Whether or not we obtain FDA approval for a product, we must obtain approval of a product by the comparable
regulatory authorities of foreign countries before we can commence clinical trials or marketing of the product in those
countries. The approval process varies from country/region to country/region, and the time may be longer or shorter
than that required for FDA approval. The requirements governing the conduct of clinical trials, product licensing,
pricing and reimbursement also may vary, sometimes significantly, from country/region to country/region.
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Under the EU regulatory systems, we may submit marketing authorization applications either under a centralized
procedure or decentralized procedure or the mutual recognition procedure. The centralized procedure is mandatory for
medicines produced by a biotechnological process. The procedure is also mandatory for new active substances which
are indicated for treatment of several diseases or conditions, including cancer and orphan conditions. Companies may
apply for centralized assessment if the product contains a new active substance or the product constitutes significant
therapeutic, scientific or technical innovation or the granting of authorization under the centralized procedure is in the
interests of the EU patients. A centralized marketing authorization is valid in all European Union member states. This
marketing authorization is issued in the form of a European Commission decision which is legally binding in its
entirety to which it is addressed.

Directive 2004/27/EC introduced two parallel procedures to the centralized procedure to allow a product to be
progressively authorized in each of the member states of the EU. They are the decentralized procedure and the mutual
recognition procedure. The mutual recognition procedure applies where the product has already been authorized in a
member state of the EU that will act as reference member state. The national marketing authorization granted by the
reference member state forms the basis for mutual recognition in the member states chosen by the applicant. In the
decentralized procedure, the product in question is not authorized in any one the EU member states. In such a
situation, the applicant company will request a member state to act as the reference member state to lead the scientific
assessment for the benefit/risk balance for agreement by the concerned member states. In both cases, the concerned
member states have up to 90 days to accept or raise reasoned objections to the assessment made by the reference
member state.

In addition, pricing and reimbursement is subject to negotiation and regulation in most countries outside the U.S.
Increasingly, adoption of a new product for use in national health services is subject to health technology assessment
under the national rules and regulations to establish the clinical effectiveness and cost-effectiveness of a new
treatment. In some countries, in order to contain health care expenditures, reference price is introduced in order for the
national healthcare providers to achieve a price comparable to the reference price in the same therapeutic category.
We may therefore face the risk that the resulting prices would be insufficient to generate an acceptable return to us.

Third Party Reimbursement and Pricing Controls

In the U.S. and elsewhere, sales of pharmaceutical products depend in significant part on the availability of
reimbursement to the consumer from third-party payers, such as government and private insurance plans. Third-party
payers are increasingly challenging the prices charged for medical products and services. It is time-consuming and
expensive for us to go through the process of seeking reimbursement from Medicare and private payers. Our products
may not be considered cost effective, and coverage and reimbursement may not be available or sufficient to allow us
to sell our products on a competitive and profitable basis.

The PPACA enacted significant reforms, including revising the definition of �average manufacturer price� for reporting
purposes, increasing Medicaid rebates, expanding the 340B drug discount program, and making changes to affect the
Medicare Part D coverage gap, or �donut hole.� In the coming years, additional significant changes could be made to
governmental healthcare programs, and the U.S. healthcare system as a whole, that may result in significantly
increased rebates, decreased pricing flexibility, diminished negotiating flexibility, coverage and reimbursement
limitations based upon comparative and cost-effectiveness reviews, and other measures that could significantly impact
the success of our products.

In many foreign markets, including the countries in the EU, pricing of pharmaceutical products is subject to
governmental control. In the U.S., there have been, and we expect that there will continue to be, a number of federal
and state proposals to implement similar governmental pricing control. While we cannot predict whether such
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legislative or regulatory proposals will be adopted, the adoption of such proposals could have a material adverse effect
on our business, financial condition and profitability.

Employees

As of December 31, 2014, we had 241 employees (as compared to 226 employees as of December 31, 2013), 13 of
whom hold an M.D. degree, and 15 of whom hold a Ph.D. degree. We believe that the success of our business will
depend, in part, on our ability to attract and retain qualified personnel. Our employees are not part of any collective
bargaining agreements. We believe that we have good relations with our employees.
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General Information

We are a Delaware corporation. We originally incorporated in Colorado in December 1987 as Americus Funding
Corporation. We changed our corporate name in August 1996 to NeoTherapeutics, Inc., and reincorporated in
Delaware in June 1997. We changed our corporate name in December 2002 to Spectrum Pharmaceuticals, Inc.

Our principal executive office is located at 11500 South Eastern Avenue, Suite 240, Henderson, Nevada 89052. Our
telephone number is (702) 835-6300. Our website is located at www.sppirx.com. The information that can be accessed
through our website is not incorporated by reference into this Annual Report on Form 10-K and should not be
considered to be a part hereof.

We make our proxy statements, annual reports on Form 10-K, quarterly reports on Form 10-Q, current reports on
Form 8-K (and related amendments to these reports, as applicable) available on our website free of charge as soon as
practicable after filing or furnishing with the SEC.

All such reports are also available free of charge via EDGAR through the SEC website at www.sec.gov. In addition,
the public may read and copy materials filed by us with the SEC at the SEC�s public reference room located at 100 F
Street, NE, Washington, D.C., 20549. Information regarding operation of the SEC�s public reference room can be
obtained by calling the SEC at 1-800-732-0330.

ITEM 1A.RISK FACTORS
Before deciding to invest in our company, or to maintain or increase your investment, you should carefully consider
the risks described below, in addition to the other information contained in this Annual Report on Form 10-K and
other reports we have filed with the SEC. The risks and uncertainties described below are not the only ones we face.
Additional risks and uncertainties not presently known to us, or that we currently deem immaterial, may also affect
our business operations. If any of these risks are realized, our business, financial condition, or results of operations
could be seriously harmed and in that event, the market price for our common stock could decline, and you may lose
all or part of your investment.

These risk factors should be considered in connection with evaluating the forward-looking statements contained in this
Annual Report on Form 10-K. These factors could cause actual results and conditions to differ materially from those
projected in our forward-looking statements.

Risks Related to Our Business

Our efforts to prevent a generic levo-leucovorin product launch and to appeal an adverse patent case decision, may
not succeed, FUSILEV may face direct generic competition, may not be competitive or more cost-effective than
competing drugs, which could adversely affect the sustainability of our FUSILEV revenues.

FUSILEV is a novel folate analog formulation and the pharmacologically active isomer (the levo-isomer) of the
racemic compound calcium leucovorin, a product already approved for the same indications for which FUSILEV is
approved. Leucovorin has been sold as a generic product on the market for a number of years. There are generic
companies currently selling leucovorin and therefore, FUSILEV competes today against a low-cost alternative. Also,
FUSILEV is offered as part of a treatment regimen, and that regimen may change to exclude FUSILEV. Accordingly,
FUSILEV may not continue to be accepted by the medical field or remain commercially successful.
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FUSILEV may face competition directly from a new generic levo-leucovorin product in the near term and already
faces competition from generic leucovorin. For example, absent further court intervention, Sandoz Inc. (�Sandoz�) may
launch a generic version of levo-leucovorin that would directly compete with FUSILEV. This could significantly and
adversely impact FUSILEV including (i) sales, demand and market share, (ii) the price we are able to charge, (iii) the
inventory levels that wholesalers maintain, and (iv) return rates.

Though the FDA granted orphan drug exclusivity protection to FUSILEV for use in combination chemotherapy with
5-fluorouracil in the palliative treatment of patients with advanced metastatic colorectal cancer through April 29,
2018, and though most of FUSILEV�s use is in colorectal cancer, this regulatory exclusivity may not afford FUSILEV
sufficient protection due to the potential for off-label use of generic levo-leucovorin products. Due to competitive
pressures, and especially the risk of the launch by Sandoz of a generic levo-lecuovorin product, FUSILEV revenues
may decrease significantly. Even uncertainty from a threatened launch of a generic levo-leucovorin product may
negatively impact FUSILEV sales performance.
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Our percentage of revenue and customer concentration for FUSILEV is significant. The loss of, or significant
reduction or cancellation in sales to, any one of these customers could adversely affect our results of operations.

There is no assurance that FUSILEV sales will be sustainable at their current levels. Our customer concentration of
FUSILEV is high. A summary of our customers that represent 10% or more of our gross FUSILEV sales in 2014,
2013, and 2012 is as follows:

Product Sales
2014 2013 2012

Oncology Supply, a division of ASD Specialty Healthcare, Inc.,
and its affiliates (excluding ICS) 36.2% 32.0% 25.8% 
McKesson Corporation and its affiliates 25.7% 19.8% 23.2% 
Integrated Commercialization Solutions, Inc. (�ICS�) * * 16.1% 
Cardinal Health, Inc. and its affiliates * * 15.7% 

* Less than 10%
For the years ended December 31, 2014, 2013, and 2012, three companies affiliated with AmerisourceBergen
Corporation accounted for substantially all of our FOLOTYN sales. We expect significant customer concentration to
continue for the foreseeable future. The loss of any large customer, a significant reduction in sales we make to them,
any cancellation of orders they have made with us or any failure to pay for the products we have shipped to them
could materially and adversely affect our results of operations, as it would likely take time for those sales to transition
to another customer.

Wholesaler actions could increase competitive and pricing pressures on pharmaceutical manufacturers, including
us.

We sell certain of our products primarily through wholesalers, who in turn sell to end-users. These wholesalers
comprise a significant part of the distribution network for pharmaceutical products in the U.S. A small number of
large wholesalers control a significant share of the market, which can increase competitive and pricing pressures on
pharmaceutical manufacturers, including us. In addition, wholesalers may apply pricing pressure through their
fee-for-service arrangements.

We are aware of several competitors attempting to develop and market products competitive to our products, which
may reduce or eliminate our commercial opportunities.

The pharmaceutical and biotechnology industries are intensely competitive and subject to rapid and significant
technological changes, and a number of companies are pursuing the development of pharmaceuticals and products that
target the same diseases and conditions that our products target. We cannot predict with accuracy the timing or impact
of the introduction of potentially competitive products or their possible effect on our sales. Certain potentially
competitive products to our products are in various stages of development, some of which have pending applications
for approval with the FDA or have been approved by regulatory authorities in other countries. Also, there are many
ongoing studies with currently marketed products and other developmental products, which may yield new data that
could adversely impact the use of our products in their current and potential future indications. The introduction of
competitive products could significantly reduce our sales, which, in turn would adversely impact our financial and
operating results.
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Our dependence on key executives, scientists and sales and marketing personnel could impact the development and
management of our business.

We are highly dependent upon our ability to attract and retain qualified scientific, technical sales and marketing and
managerial personnel. There is intense competition for qualified personnel in the pharmaceutical and biotechnology
industries, and we cannot be sure that we will be able to continue to attract and retain the qualified personnel
necessary, particularly as business prospects change, for the development and management of our business. Although
we do not believe the loss of one individual would materially harm our business, our business might be harmed by the
loss of the services of multiple existing personnel, as well as the failure to recruit additional key scientific, technical
and managerial personnel in a timely manner. Much of the know-how we have developed resides in our scientific and
technical personnel and is not readily transferable to other personnel. While we have an employment agreement with
our Chief Executive Officer, we do not have employment agreements with any of our other key scientific, technical
and managerial employees.

If the distributors that we rely upon to sell our products fail to perform, our business may be adversely affected.

        Our success depends on the continued customer support efforts of our network of distributors. In the U.S., we sell
our products to a small number of distributors who in turn sell-through to patient health care providers. These
distributors also provide multiple logistics services relating to the distribution of our products, including
transportation, warehousing, cross-docking, inventory management, packaging and freight-forwarding. We do not
promote products to these distributors and they do not set or determine demand for products. The use of distributors
involves certain risks, including, but not limited to, risks that these distributors will:

� not provide us with accurate or timely information regarding their inventories, the number of patients who
are using our products or complaints about our products;

� not purchase sufficient inventory on hand to fulfill end user orders in a timely manner;

� be unable to satisfy financial obligations to us or others; and

� cease operations.
Any such actions may result in decreased sales of our products, which would harm our business.

Because we have obtained accelerated approval to market FOLOTYN, BELEODAQ and MARQIBO, we are
subject to ongoing regulatory obligations and review, including completion of the post-approval requirements.

FOLOTYN and BELEODAQ were approved for the treatment of patients with relapsed or refractory PTCL, and
MARQIBO was approved for the treatment of adult patients with Philadelphia chromosome-negative acute
lymphoblastic leukemia in second or greater relapse or whose disease has progressed following two or more
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anti-leukemia therapies, under the FDA�s accelerated approval regulations. These provisions allow the FDA to approve
products for cancer or other serious or life threatening diseases based on initial positive data from clinical trials. Under
these provisions, we are subject to certain post-approval requirements. Specifically we are required to conduct Phase 1
dose escalating studies and a Phase 3 randomized study for FOLOTYN and BELEODAQ in patients with PTCL. The
FDA also required that we conduct two Phase 1 trials to assess whether FOLOTYN poses a serious risk of altered
drug levels resulting from organ impairment as well as additional post-marketing studies with BELEODAQ. For
MARQIBO, we are required to conduct a randomized Phase 3 study in patients over 60 years of age with newly
diagnosed ALL. Failure to complete the studies or adhere to the timelines established by the FDA could result in
penalties, including fines or withdrawal of FOLOTYN, BELEODAQ, and/or MARQIBO from the market.

The FDA may also initiate proceedings to withdraw approval or request that we voluntarily withdraw these drugs
from the market if our Phase 3 studies fail to confirm clinical benefit. Further, the FDA may require us to amend these
drugs package insert, including by strengthening the warnings and precautions section or institute a risk evaluation
and mitigation strategy based on the results of these studies or clinical experience. We are also subject to additional,
continuing post-approval regulatory obligations, including the possibility of additional clinical studies required by the
FDA, safety reporting requirements and regulatory oversight of the promotion and marketing of these drugs. In
addition, we or our third-party manufacturers are required to adhere to the FDA�s current Good Manufacturing
Practices, or cGMP. The cGMP regulations cover all aspects of the manufacturing, storage, testing, quality control and
record keeping relating to these drugs.

Furthermore, we or our third-party manufacturers are subject to periodic inspection by the FDA and foreign regulatory
authorities to ensure compliance with cGMP or other applicable government regulations and corresponding foreign
standards. We have limited control over a third-party manufacturer�s compliance with these regulations and standards.
If we or our third-party manufacturers fail to comply with applicable regulatory requirements, we may be subject to
fines, suspension, modification or withdrawal of regulatory approvals, product recalls, seizure of products, operating
restrictions and criminal prosecution.

Our collaboration partner, Mundipharma, may not be successful in obtaining regulatory approval for FOLOTYN
in a number of countries and FOLOTYN is subject to numerous complex regulatory requirements.

Our collaboration partner, Mundipharma, may not be successful in obtaining regulatory approval for FOLOTYN in a
number of countries and FOLOTYN is subject to numerous complex regulatory requirements. Failure to comply with,
or changes to, the regulatory requirements that are applicable to FOLOTYN outside the United States may result in a
variety of consequences, including the following:

� restrictions on FOLOTYN or our manufacturing processes;

� warning letters;

� withdrawal of FOLOTYN from the market;

� voluntary or mandatory recall of FOLOTYN;
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� fines against us;

� suspension or withdrawal of regulatory approvals for FOLOTYN;

� suspension or termination of any of our ongoing clinical trials of FOLOTYN;

� refusal to permit import or export of FOLOTYN;

� refusal to approve pending applications or supplements to approved applications that we submit;

� denial of permission to file an application or supplement in a jurisdiction;

� product seizure;

� injunctions, consent decrees, or the imposition of civil or criminal penalties against us.
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If actual future payments for allowances, discounts, returns, rebates and chargebacks exceed the estimates we
made at the time of the sale of our products, including, without limitation, due to a change in the composition of
our sales over time, our financial position, results of operations and cash flows may be materially and negatively
impacted.

We recognize product revenue net of estimated allowances for discounts, returns, rebates and chargebacks. Such
estimates require our most subjective and complex judgment due to the need to make estimates about matters that are
inherently uncertain. Based on industry practice, pharmaceutical companies, including us, have liberal return policies.
Generally, we are obligated to accept from customers the return of pharmaceuticals that have reached their expiration
date, and up to six months thereafter. We authorize returns for damaged products and exchanges for expired products
in accordance with our return goods policy and procedures. Also, like our competitors, we also give credits for
chargebacks to wholesale customers that have contracts with us for their sales to hospitals, group purchasing
organizations, pharmacies or other retail customers.

A chargeback is the difference between the price the wholesale customer (in our case, the GPOs) pays (wholesale
acquisition cost) and the price that the GPO�s end-customer pays for a product (contracted customer). For instance, our
products are subject to certain programs with federal government qualified entities whereby pricing on products is
discounted to such entities and results in a chargeback claim to us. To the extent that our sales to discount purchasers,
such as federal government qualified entities, increases, our chargebacks will also increase. There may be significant
lag time between our original sale to the wholesaler and our receipt of the corresponding government chargeback
claims from our wholesalers.

Our products are subject to state government-managed Medicaid programs, whereby rebates for purchases are issued
to participating state governments. These rebates arise when the patient treated with our products is covered under
Medicaid. Our calculations related to these Medicaid rebate accruals require us to estimate end-user and patient mix to
determine which of our sales will likely be subject to these rebates. There is a significant time lag in us receiving these
rebate notices (generally several months after our sale is made). Our estimates are based on our historical claims from
participating state governments, as supplemented by management�s judgment.

Although we believe that we have sufficient allowances, actual results may differ significantly from our estimated
allowances for discounts, returns, rebates and chargebacks. Changes in estimates and assumptions based upon actual
results may have a material impact on our financial condition, results of operations and cash flows. Such changes to
estimates will be made to the financial statements in the year in which the estimate is changed. In addition, our
financial position, results of operations and cash flows may be materially and negatively impacted if actual future
payments for allowances, discounts, returns, rebates and chargebacks exceed the estimates we made at the time of the
sale of our products.

Reports of adverse events or safety concerns involving our products or similar agents could delay or prevent us
from obtaining or maintaining regulatory approval or negatively impact sales.

Certain of our products may cause serious adverse events. Discovery of previously unknown problems with a product,
including adverse events of unanticipated severity or frequency, could interrupt, delay or halt clinical trials of such
products, including the FDA-required post-approval studies, and could result in the FDA or other regulatory
authorities denying or withdrawing approval of our products for any or all indications. The FDA, other regulatory
authorities or we may suspend or terminate clinical trials at any time. We may also be required to update the package
inserts based on reports of adverse events or safety concerns or implement a risk evaluation and mitigation strategy,
which could adversely affect such products acceptance in the market. In addition, the public perception of our
products might be adversely affected, which could harm our business and results of operations and cause the market
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price of our common stock to decline, even if the concern relates to another company�s product or product candidate.
Our planned trials to demonstrate efficacy in a variety of indications and to better manage side effect profiles of
certain of our products may not be successful.

The marketing and sale of our products may be adversely affected by the marketing and sales efforts of third
parties who sell our products or similar products outside of our territories.

We have only licensed the rights to develop, market and our products in limited territories. Other companies market
and sell the same products in other parts of the world. If, as a result of other companies� actions, negative publicity is
associated with our products or similar products, our own efforts to successfully market and sell our products in our
markets may be adversely impacted.
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Our sales depend on coverage and reimbursement from third-party payors and a reduction in the coverage and/or
reimbursement for our products could have a material adverse effect on our product sales, business and results of
operations.

Sales of our products are dependent on the availability and extent of coverage and reimbursement from third-party
payors, including government programs and private insurance plans. Governments and private payors may regulate
prices, reimbursement levels and/or access to our products to contain costs or to affect levels of use. We rely in large
part on the reimbursement of our products through government programs such as Medicare and Medicaid in the
United States, and a reduction in the coverage and/or reimbursement for our products could have a material adverse
effect on our product sales, business and results of operations.

A substantial portion of our U.S. business relies on reimbursement from the U.S. federal government under Medicare
Part B coverage. Most of our products furnished to Medicare beneficiaries in both a physician office setting and
hospital outpatient setting are reimbursed under the Medicare Part B Average Sales Price, or ASP, payment
methodology. ASP-based reimbursement of our products under Medicare may be below or could fall below the cost
that some medical providers pay for such products, which could materially and adversely affect sales of our products.
We also face risks relating to the reporting of pricing data that affect the U.S. reimbursement of and discounts for our
products. ASP data are calculated by the manufacturer based on a formula defined by statute and regulation and are
then submitted to the Centers for Medicare & Medicaid Services, the agency responsible for administering the
Medicare program, or CMS, on a quarterly basis.

CMS uses those ASP data to determine the applicable reimbursement rates for our products under Medicare Part B.
However, the statute, regulations and CMS guidance do not define specific methodologies for all aspects of the
reporting of ASP data. For example, CMS has not provided specific guidance regarding administrative fees paid to
group purchasing organizations, or GPOs, in the ASP calculation. CMS directs that manufacturers make �reasonable
assumptions� in their calculation of ASP data in the absence of specific CMS guidance on a topic. As a result, we are
required to apply our reasonable judgment to certain aspects of calculating ASP data. If our submitted ASP data are
incorrect, we may become subject to substantial fines and penalties or other government enforcement actions, which
could have a material adverse impact on our business and results of operations.

Servicing our debt requires a significant amount of cash, and we may not have sufficient cash flow from our
business to pay our substantial debt.

As of December 31, 2014, we owed $120 million of principal, from our December 2013 issuance of convertible notes,
which mature in December 2018. Any such indebtedness will require the dedication of a portion of our expected cash
flow from operations to service our indebtedness, thereby reducing the amount of our cash flow available for other
purposes. In addition, our ability to make scheduled payments of the principal, to pay interest on or to refinance our
indebtedness, including our convertible notes, depends on our future performance, which is subject to regulatory,
economic, financial, competitive and other factors beyond our control, and our ability to raise equity capital.
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Our business may not continue to generate cash flow from operations in the future sufficient to service our debt and
make necessary capital expenditures. If we are unable to generate such cash flow, we may be required to adopt one or
more alternatives, such as selling assets, restructuring debt or obtaining additional equity capital on terms that may be
onerous or highly dilutive. Our ability to refinance our indebtedness will depend on the capital markets and our
financial condition at such time. We may not be able to engage in any of these activities or engage in these activities
on desirable terms, which could result in a default on our debt obligations.
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Clinical trials may fail to demonstrate the safety and efficacy of our drug products, which could prevent or
significantly delay obtaining regulatory approval.

Prior to receiving approval to commercialize any of our drug products, we must demonstrate with substantial evidence
from well-controlled clinical trials, and to the satisfaction of the FDA, and other regulatory authorities in the U.S. and
other countries, that each of the products is both safe and effective. For each drug product, we will need to
demonstrate its efficacy and monitor its safety throughout the process. If such development is unsuccessful, our
business and reputation would be harmed and our stock price would be adversely affected.

All of our drug products are prone to the risks of failure inherent in drug development. Clinical trials of new drug
products sufficient to obtain regulatory marketing approval are expensive, uncertain, and take years to complete. We
may not be able to successfully complete clinical testing within the time frame we have planned, or at all. We may
experience numerous unforeseen events during, or as a result of, the clinical trial process that could delay or prevent
us from receiving regulatory approval or commercializing our drug products. In addition, the results of pre-clinical
studies and early-stage clinical trials of our drug products do not necessarily predict the results of later-stage clinical
trials. Later-stage clinical trials may fail to demonstrate that a drug product is safe and effective despite having
progressed through initial clinical testing. Even if we believe the data collected from clinical trials of our drug
products is promising, data are susceptible to varying interpretations, and such data may not be sufficient to support
approval by the FDA or any other U.S. or foreign regulatory approval. Pre-clinical and clinical data can be interpreted
in different ways.

Accordingly, FDA officials could interpret such data in different ways than we or our partners do which could delay,
limit or prevent regulatory approval. The FDA, other regulatory authorities, our institutional review boards, our
contract research organizations, or we may suspend or terminate our clinical trials for our drug products. Any failure
or significant delay in completing clinical trials for our drug products, or in receiving regulatory approval for the sale
of any drugs resulting from our drug products, may severely harm our business and reputation. Even if we receive
FDA and other regulatory approvals, our drug products may later exhibit adverse effects that may limit or prevent
their widespread use, may cause the FDA to revoke, suspend or limit their approval, or may force us to withdraw
products derived from those drug products from the market.

Moreover, the commencement and completion of clinical trials may be delayed by many factors that are beyond our
control, including:

� delays obtaining regulatory approval to commence a trial;

� reaching agreement on acceptable terms with contract research organizations, or CROs, and clinical trial
sites;

� obtaining institutional review board, or IRB, approval at each site;

� slower than anticipated patient enrollment;
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� scheduling conflicts with participating clinicians and clinical institutions;

� lack of funding;

� negative or inconclusive results;

� patient noncompliance with the protocol;

� adverse medical events or side effects among patients during the clinical trials;

� negative or problematic FDA inspections of our clinical operations or manufacturing operations; and

� real or perceived lack of effectiveness or safety of mifepristone.
We could encounter delays if a clinical trial is suspended or terminated by us, the IRBs of the clinical trial sites in
which such trials are being conducted, or by the FDA or other regulatory authorities. Such authorities may impose
such a suspension or termination due to a number of factors, including failure to conduct the clinical trial in
accordance with regulatory requirements or our clinical protocols, inspection of the clinical trial operations or trial site
by the FDA or other regulatory authorities resulting in the imposition of a clinical hold, unforeseen safety issues or
adverse side effects, failure to demonstrate a benefit from using a drug, changes in governmental regulations or
administrative actions or lack of adequate funding to continue the clinical trial.
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Our supply of active pharmaceutical ingredients, or APIs, and drug products will be dependent upon the
production capabilities of contract manufacturing organizations, or CMOs, component and packaging supply
sources, other third-party suppliers, and other providers of logistical services, some of whom are based overseas
and, if these parties are not able to meet our demands and FDA scrutiny, we may be limited in our ability to meet
demand for our products, ensure regulatory compliance or maximize profit on the sale of our products.

We have no internal manufacturing capacity for APIs or our drug products, and, therefore, we have entered into
agreements with CMOs and other suppliers to supply us with APIs and our finished dose drug products. Success in the
development and marketing of our drug products depends, in part, upon our ability to maintain, expand and enhance
our existing relationships and establish new sources of supply. Some of the third-party manufacturing facilities used in
the production of APIs and our drug products are located outside the U.S. The manufacture of APIs and finished drug
products, including the acquisition of compounds used in the manufacture of the finished drug product, may require
considerable lead times. We have little or no control over the production processes of third-party manufacturers,
CMOs or other suppliers.

Our ability to source APIs and drug products is also dependent on providers of logistical services who may be subject
to disruptions that we cannot predict or sufficiently plan around. Accordingly, while we do not currently anticipate
shortages of supply, circumstances could arise in which we will not have adequate supplies to timely meet our
requirements or market demand for a particular drug product could outstrip the ability of our supply source to timely
manufacture and deliver the product, thereby causing us to lose sales. In addition, our ability to make a profit on the
sale of our drug products depends on our ability to obtain price arrangements that ensure a supply of product at
favorable prices.

If problems arise during the production of a batch of our drug products, that batch of product may have to be
discarded. This could, among other things, lead to increased costs, lost revenue, damage to customer relations, time
and expense spent investigating the cause and, depending on the cause, similar losses with respect to other batches or
products. If problems are not discovered before the product is released to the market, recall and product liability costs
may also be incurred. To the extent that one of our suppliers experiences significant manufacturing problems, this
could have a material adverse effect on our revenues and profitability.

Finally, reliance on CMOs entails risks to which we would not be subject if we manufactured products ourselves,
including reliance on the third party for regulatory compliance and adherence to the FDA�s current Good
Manufacturing Practice, or cGMP, requirements, the possible breach of the manufacturing agreement by the CMO and
the possibility of termination or non-renewal of the agreement by the CMO, based on its own business priorities, at a
time that is costly or inconvenient for us. Before we can obtain marketing approval for our drug products, our CMO
facilities must pass an FDA pre-approval inspection. In order to obtain approval, all of the facility�s manufacturing
methods, equipment and processes must comply with cGMP requirements.

The cGMP requirements govern all areas of record keeping, production processes and controls, personnel and quality
control. In addition, our CMOs will be subject to on-going periodic inspection by the FDA and corresponding state
and foreign agencies for compliance with cGMP regulations, similar foreign regulations and other regulatory
standards. We do not have control over our CMOs� compliance with these regulations and standards. Any failure of
our third party manufacturers or us to comply with applicable regulations, including an FDA pre-approval inspection
and cGMP requirements, could result in sanctions being imposed on them or us, including warning letters, fines,
injunctions, civil penalties, failure of regulatory authorities to grant marketing approval of our products, delay,
suspension or withdrawal of approvals, license revocation, seizures or recalls of product, operation restrictions and
criminal prosecutions, any of which could significantly and adversely affect our business.
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Adverse economic conditions may have material adverse consequences on our business, results of operations and
financial condition.

Unpredictable and unstable changes in economic conditions, including recession, inflation, increased government
intervention, or other changes, may adversely affect our general business strategy. We rely upon our ability to
generate positive cash flow from operations to fund our business. If we are not able to generate positive cash flow
from operations, we may need to utilize sources of financing or other sources of cash. We may need to
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raise additional funds through public or private debt or equity financings in order to fund existing operations or to take
advantage of opportunities, including acquisitions of complementary businesses or technologies. In addition, if our
business deteriorates, we may not be able to maintain compliance with any covenants or representations and
warranties in any such financings which could result in reduced availability of such financings, an event of default
under such financings, or could make other sources of financing unavailable to us. Any such event would have a
material adverse impact on our business, results of operations and financial condition.

While we believe we have adequate capital resources to meet current working capital and capital expenditure
requirements, an economic downturn or an increase in our expenses could require additional financing on less than
attractive rates or on terms that are excessively dilutive to existing stockholders. Failure to secure any necessary
financing in a timely manner and on favorable terms could have a material adverse effect on our growth strategy,
financial performance and stock price and could require us to delay or abandon clinical development plans or plans to
acquire additional technology.

Volatile economic conditions may not only limit our access to capital, but may also make it difficult for our customers
and us to accurately forecast and plan future business activities, and they could cause businesses to slow spending on
our products, which would delay and lengthen sales cycles. Furthermore, during challenging economic times, our
customers may face issues gaining timely access to sufficient credit, which could result in an impairment of their
ability to make timely payments to us. In addition, adverse economic conditions could also adversely impact our
suppliers� ability to provide us with materials which would negatively impact on our business, financial condition and
results of operations.

Our dependence on key executives, scientists and sales and marketing personnel could impact the development and
management of our business.

We are highly dependent upon our ability to attract and retain qualified scientific, technical sales and marketing and
managerial personnel. There is intense competition for qualified personnel in the pharmaceutical and biotechnology
industries, and we cannot be sure that we will be able to continue to attract and retain the qualified personnel
necessary for the development and management of our business. Although we do not believe the loss of one individual
would materially harm our business, our business might be harmed by the loss of the services of multiple existing
personnel, as well as the failure to recruit additional key scientific, technical and managerial personnel in a timely
manner. Much of the know-how we have developed resides in our scientific and technical personnel and is not readily
transferable to other personnel. While we have an employment agreement with our Chief Executive Officer, we do not
have employment agreements with any of our other key scientific, technical and managerial employees.

As we evolve from a company primarily involved in development to a company also involved in commercialization,
we may encounter difficulties in managing our growth and expanding our operations successfully.

Our commercial sales history is limited and we have had to increase our personnel to accommodate such sales,
including establishing a direct sales force and complete commercial team. In addition, as we advance our drug
products through clinical trials, we will need to expand our development, regulatory, manufacturing, marketing and
sales capabilities or contract with third parties to provide these capabilities for us. As our operations expand, we
expect that we will need to manage additional relationships with such third parties, as well as additional collaborators
and suppliers. Maintaining these relationships and managing our future growth will impose significant added
responsibilities on members of our management. We must be able to: manage our development efforts effectively;
manage our clinical trials effectively; hire, train and integrate additional management, development, administrative
and sales and marketing personnel; improve our managerial, development, operational and finance systems and
expand our facilities, all of which may impose a strain on our administrative and operational infrastructure. If we are
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not able to effectively manage our growth, our product sales and resulting revenues will be negatively impacted.
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Expansion into international markets is important to our long-term success, and our inexperience in international
operations increases the risk that our international expansion efforts will not be successful.

We currently maintain offices outside of the U.S. and have sales personnel or independent consultants in several
countries. Additionally, we conduct clinical trials and manufacture our drug products internationally. We have limited
experience operating in foreign jurisdictions and are rapidly building our international operations. Managing a global
organization is difficult, time consuming and expensive. Our inexperience in operating our business outside of the
U.S. increases the risk that any international expansion efforts that we may undertake will not be successful. In
addition, conducting international operations subjects us to new risks that we have not generally faced in the U.S.,
many of which are beyond our control. These risks include, among other things:

� challenges caused by distance, language and cultural differences;

� maintaining compliance with foreign legal requirements, including employment law;

� unexpected changes in foreign regulatory requirements, including quality standards and other certification
requirements;

� potentially adverse tax consequences, including the complexities of foreign value added tax systems and
restrictions on the repatriation of earnings;

� tariffs, customs, duties and other trade barriers;

� increased financial accounting and reporting burdens and complexities;

� changing economic conditions in countries where our products are manufactured;

� exchange rate risks;

� product liability, intellectual property and other claims;

� reduced or varied protection for intellectual property rights in some countries;

� political and social instability;
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� export license requirements; and

� difficulties in managing and staffing foreign operations.
Operating in international markets also requires significant management attention and financial resources. The
investment and additional resources required to establish operations and manage growth in other countries may not
produce the desired levels of revenue or profitability, which could have an adverse effect on our business, financial
condition and results of operations.

We may not be able to successfully integrate our acquisitions and any additional businesses we may acquire.

We regularly evaluate and, as appropriate, may make selective acquisitions of businesses and intellectual property that
we believe complement or augment our existing business. Issues that could delay or prevent integration of the
acquired business and/or intellectual property into our own include:

� conforming standards, procedures and policies, business cultures and compensation structures;

� conforming information technology and accounting systems;

� consolidating corporate and administrative infrastructures;

� consolidating sales and marketing operations;

� retaining existing customers and attracting new customers;

� retaining key employees;

� identifying and eliminating redundant and underperforming operations and assets;

� minimizing the diversion of management�s attention from ongoing business concerns;

� coordinating geographically dispersed organizations;

� managing tax costs or inefficiencies associated with integrating operations; and

� making any necessary modifications to operating control standards to comply with the Sarbanes-Oxley Act
of 2002 and the rules and regulations promulgated thereunder.
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If we are unable to successfully integrate our acquisitions with our existing business, we may not obtain the
advantages that the acquisitions were intended to create, which may materially adversely affect our business, results of
operations, financial condition and cash flows, our ability to develop and introduce new products and the market price
of our stock. Actual costs and sales synergies, if achieved at all, may be lower than we expect and may take longer to
achieve than we anticipate. Furthermore, the products of companies we acquire may overlap with our products or
those of our customers, creating conflicts with existing relationships or with other commitments that are detrimental to
the integrated businesses.

Our collaborations with outside scientists may be subject to change, which could limit our access to their expertise.

We work with scientific advisors and collaborators at research institutions. These scientists are not our employees and
may have other commitments that would limit their availability to us. If a conflict of interest between their work for us
and their work for another entity arises, we may lose their services, which could negatively impact our research and
development activities.
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We may rely on contract research organizations and other third parties to conduct clinical trials and, in such cases,
we are unable to directly control the timing, conduct and expense of our clinical trials.

We may rely, in full or in part, on third parties to conduct our clinical trials. In such situations, we have less control
over the conduct of our clinical trials, the timing and completion of the trials, the required reporting of adverse events
and the management of data developed through the trial than would be the case if we were relying entirely upon our
own staff. Communicating with outside parties can also be challenging, potentially leading to mistakes as well as
difficulties in coordinating activities. Outside parties may have staffing difficulties, may undergo changes in priorities
or may become financially distressed, adversely affecting their willingness or ability to conduct our trials. We may
experience unexpected cost increases that are beyond our control. Problems with the timeliness or quality of the work
of a contract research organization may lead us to seek to terminate the relationship and use an alternative service
provider. However, making this change may be costly and may delay our trials, and contractual restrictions may make
such a change difficult or impossible. Additionally, it may be impossible to find a replacement organization that can
condu
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