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Note Regarding Forward-Liooking Statements

i This Annual Report on Form 10-K and other written and oral statements the Company makes from time to
time contain certain “forward-looking” statements within the meaning of Section 27A of the Securities Act of
1933 and Section 21E of the Securities Exchange Act of 1934. You can identify these forward-looking
statements by the fact they use words such as “could,” “expect,” “anticipate,” “estimate,” “target,” “may,”
“project,” “guidance,” “intend,” “plan,” “believe,” “will,” “potential,” “opportunity,” “future’ and other words
and terms of similar meaning and expression in connection with any discussion of future operating or financial
performance. One can also identify forward-looking statements by the fact that they-do not relate strictly to
historical or current facts. Such forward-looking statements are based on current expectations and involve
inherent risks and uncertainties, including factors that could delay, divert or change any.of them, and could cause
actual outcomes to differ matenally from current expectations. These statements are likely to relate to, among
other things, our business strategy, our future research and development, our product development efforts, our
ability to commercialize our product candidates, our sales and marketing activities in-Russia, our prospects for -
initiating partnerships or collaborations, the timing of the introduction of our products; the effect of new .
accounting pronouncements, uncertainty regarding our future operating results and our profitability; ant1c1pated
sources of funds as well as our plans, objectives, expectations, and intentions. The Company has included :
important factors in the cautionary statements included in this Annual Report, particularly-under;“Item 1A.: :Risk
Factors,” that the Company believes could cause actual results to-differ materially. from any forward-looking
statement.

LI N3

Although the:Company beheves it-has been prudent in its plans and assumptrons 10 assurance ‘can be glven
that any goal or plan set forth in’ forward-lookmg staternents can be achieved and readers are cautloned not to
place undue reliance on such statements, which speak only as of the'date thade. The Company undertakes no -’
obligation to release pubhcly any revisions to forward: lookmg staterents as a result of new 1nformat10n future’ -
events or otherw1$e '

We have included more detailed descnptlons of these nsks and uncerteuntles and other nsks and
uncertainties apphcable to our business in Item 1A. “Risk Factors” of this Annual Report on Form 10-K. We
encourage you to read those descriptions carefully. We caution 1nvestors not to place’ 51gn1ﬁcant réliance on
forward-looking statements contained in this document; such statements need to be evaluated in hght of all the o
information contained in this document. Furthermore, the statements speak only as of the date of this'document;
and we undertake no obhgatron to update or revise these statements.

Oncophage® and Stlmulon® are regrstered trademarks of Agenus Inc and 1ts sub31d1anes A11 nghts e
reserved. . PN . - , . ) .



PARTI

Item 1. - Business . - R
Our Business

Overvww o

Agenus Inc lncludmg its subs1d1anes referred to in this Annual Report on Form 10 K as “Agenus > the
“Company,” “we,” “us,” and “our,” is a biotechnology company focused on the development and
commerc1ahzat10n of technologies to treat cancers and infectious diseases, pnmanly based on 1mmunolog1cal
approaches. As of January 6, 2011; we changed our name from Antlgemcs Inc: to- Agenus Inc. to more accurately
reflect our existing product pipelin€, which has expanded over the years beyond antlgen-based vaccings, as'well
as to'highlight our business strategy as we seek partnering opportunities to grow and-diversify our business. In
conjunction with this name change, our dutologous cancer immanotherapies have been named the Prophage
Series of cancer vaccines (vitespen; HSPPC-96). The name Oncophage® vaccine will be retained in the adjuvant
renal cell carcinoma indication as part of the Prophage Series. AG-707 was renamed HerpV..: :

Some of our key assets are highlighted below: .

» The Prophage Series of cancér vaccines: The Prophage Series of cancer vaccines is based on our core *
" heat shock proteintechnology. 'We beliéve that the‘collective results from our cl1mca1 trials to date
" indicate a favorable safety profile and signals of efficacy in multlple ‘cancer types In a registry’
following patients from a large randomized Phase 3 trial in non-metastatic renal cell carcinoma -
"(RCC; kidney cancer), patients at intermediate risk of recurrence who were in the tréatment arm **

" demonstrated an approxrmately 46 percent lower risk of death compared with those in the control’ arm ‘
(= 362; P < 0.05; hazard ratio = 0.54). This product is approved for sale in this indication in Russia.
Phase 2 trials are underway testing the Prophage Series vaccinés'G-100 and G-200 in newly diagnosed
and recurrent glioma, respectlvely Although promising results have been observed to date there can be
no assurances that we will successfully complete all clinical trials or obtain regulatory approvals for
these products Additional trials are under evaluation i in metastatlc RCC and metastatic melanoma ln

' combmatlon w1th potentlally synerglstlc theraples as well as in pedlatnc neurologlcal tumors '

e QS- 21 Stimulon® adjuvant (“QS-21"): QS-21 is an adJuvant ‘or a substance added to a vaccine o other
immunotherapy that is intended to enhance immune response. The key licensees of QS-21 are
GlaxoSmithKline (GSK) and JANSSEN Alzheimer Immunotherapy There are 14 vaccines contammg
QS-211in clinical development mcludmg four in Phase 3 testing for malaria, melanoma, non-small cell

- lung cancer and shingles. The first products containing QS—21 are expected to'be launched in the *

- 2013- 2014 timeframe, and we are entitled to royalties for at least 10 years post-launch. However, ‘there

is no guarantee that we will be ablé to collect royaltles in the future! The plpehne of product candldates

“containing QS-21 is extraordinarily diverse, encompassing prophylactic as well as therapeutic vaccmes'
for inféctious diseases, multiple cancer types, and Alzheimer’s disease. We do not incur clinical =~
development costs for these products and are generally reimbursed for any related expenses by our -
licensees.

“s. HerpV:HerpV is a therapeutic ‘vaccine for'the treatment of genital herpes, which is based on our HSP
- technology. It has completed Phase 1 testing, where it was shown to elicit both CD4 and CD8positive -
T cell responses—a first of its kind finding in genital herpes: treatment. Because the product contaiiis

multiple antigens derived from the herpes simplex 2 virus (HSV-2), it may be- applicable to a broader *
patient population and may have potential in managing outbreaks and disease transmission. We
consider this to be a platform technology, since with the integration of heat shock proteins with*
antigenic peptides we could potentially create therapeutic vaccines for many infectious diseases. We
are currently secking partners to advance HerpV and the platform technology 1nto further development.
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In addition to our internal development efforts, we are actively pursuing multiple partnering opportunities.
We are seeking regional and/or global partners for select products in our portfolio, including Oncophage, the
Prophage G-Series vaccines, G-100 and G-200, and HerpV. We are also exploring a variety of in-licensing
opportunities that would be complementary to our existing business while expanding our product pipeline. Qur
business activities have included product research and development, intellectual property prosecution, '
manufacturing, regulatory and clinical affairs, corporate finance and development, market development, business
development, and support of our collaborations. Research and development expenses for the years ended
December 31, 2010, 2009, and 2008, were $12.9 million, $16.9 million, and $20.7 million, respectively. - . -

On March 3, 2011, yvé were notified by the Listing Qualifications Staff of Nasdaq indicating that we are not
in compliance with the Ngsd.aq‘Mark_e:tplace Rule 5550(a)(2) (the “Bid Price Requirement™) because the bid price
for our common stock had closed below the minimum $1.00 per share requirement for 30 consecutive business l
days. In accordance with Nasdaq Marketplace Rule 5810(c)(3)(A), we have been provided 180 calendar days, or
until August 30, 2011, to regain compliance with the Bid Price Requirement : S

*

Our Products and T_echnologies"-Under Development -
Heat Shock Protein Technology

Heat shock proteins, also known as HSPs, are also called stress proteins, as their expression is increaséed
when cells experience various stresses like extremes of temperature (hot or cold) and oxygen deprivation. HSPs
are present in-all cells in all life forms from bacteria to mammals, and their structure and function are similar
across these diverse life forms. Under normal conditions, HSPs play a major role in protein folding and transport
of protein fragments called peptides within a cell, and are thus also known as “chaperones.” Antigenic peptides,
those portions of a protein that stimulate immune responses when recognized by the immune cells, are also
transported by these chaperones. Because HSPs interact with and bind many cellular proteins and peptides, they
chaperphe a broad array of antigenic peptides to facilitate their recognition by the immune system. Thus, HSPs
play an integral role in capturing and presenting the antigenic “fingerprint” of a cell to a host’s immune system.

Althbugh HSPs are hoﬁ_nally found inside cells, they{alsovproyidqimportant danger signals when found
outside of cells. Detection of HSPs outside of cells is indicative that cell death has occurred. This may have been
caused by disease, mutation, or injury, whereby a cell’s contents are spilled into body tissue. These HSPs send
powerful “danger signals” to the immune system that initiate a cascade of events capable of generating a targeted
immune response against the infection or disease-related cell death. : - oo

Combined, these functions of HSPs form the basis of our technology. The “chaperoning” nature of HSPs
aﬂovizs us to produce vaccines containing the antigenic fingerprint of a given disease. In the case of cancer, the
vaccines are patient-specific, consisting of heat shock protein-peptide complexes, also known as HSPPCs,
purified from a patient’s tumor cells. These HSPPCs, when injected into the skin, are expected to stimulate a
powerful cellular immune response potentially capable of tai-geting_ and killing the cancer cells from which these
complexes were derived. Because cancer is a highly variable disease from one patient to another, due to rapid
mutation of cancer cells, we believe that a patient-specific vaccination approach is required to generate a more
robust and targeted immune response against the disease. .

For certain diseases, such as genital herpes, we do not believe that a personalized vaccination approach is
required, since the pathogen does not vary as greatly from patient to patient as do cancer cells. For example, in
our HerpV product candidate for the treatment of genital herpes, we complex, or bind, several defined antigenic
herpes. peptides to an HSP (Hsc70) that we: genetically engineer, creating an HSPPC. This HSPPC, when injected
into the skin, is designed to elicit a cellular immune response to the synthetic peptides carried by the HSP.

The Prophage Series of Cancer Vaccines .

- The Prophage Series of cancer vaccines déscﬁbé_s our portfolio of patient-specific HSP-based therapeutic
cancer vaccines, including the'R-Series candidates in RCC, M-Series candidates in melanoma, G-Series
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candidates in glioma, and NP-Serie$ candidate in ped1atnc neurologlcal ‘tumors. The first product derived from
the R-Series (R-100, registered inRussia as Oncophage) represents the only approved treatment for adjuvant or
non-metastati¢ kidney cancer patients at intermediate risk for disease recurrence: In 2008, we submltted a’’
marketing authorization application (“MAA™) 10 the European Medicines Agency (“EMA”) requestmg approval
for Oncophage i earller-stage localized Kidnéy cancer under the conditional ‘authorization’ provmron After 1ts
review, the Committeé for Medicinal Products for Human' Use (“CHMP”) of the EMA adopted a negatlve
opinion on our application and subsequently we withdréw our application. In 4 registry followmg patlents from
our large randomized Phase 3-trial in non-metastatic RCC; patients at 1ntermed1ate risk of recurrence who were m
the treatment arm demonstrated an approximately 46 percent lower risk 'of death comparéd with those in the'
control arm (n = 362; P < 0.05; hazard ratio = 0.54). Phase 2 trials testing the Prophage Ser1es candidates G-100
and G-200 are underway in both newly diagnosed and recurrent glioma, respectively, where | prormsrng data has
been generated to date. Additional trials are planned in metastatic: RCC (R- 200) and metastatic melahoma -~
(M-200) in combination w1th potentrally synerg1st1c therap1es as well as in ped1atr1c neurologwal tumors ,
(NP-150). “~ ~ . S | o
- Each Prophage Series vaccine ¢andidate is made from a patient’s ‘tumortissue: After a surgeon removes a’
patient’s tumor, the majority of that timor tissue is frozen and shipped to our manufacturmg facrhty Usmg a
proprietary manufacturing’ process that takes approx1mately e1ght to 10 hours: per individual pat1ent lot, we lsolate
the HSPPCs from the tumor tissue. Through this isolation process, the HSPPCs'are extracted, ‘purified, and - ‘
sterile-filtered from the tumor tissue, then formulated in solution and packaged in standard smgle injection vials.
After the performance of quality control testmg, including sterility testing, we sh1p the frozen vaccine back to the
hospital or clinic for admlmsr.ratlon Med1cal profess1onals admrmster the vaccme by 1n_]ect1ng the product 1nto k
the skin. CT e e s e R : N

U PR Tt

Although we believe that our technology is applrcable to'4ll cancer types ouir initial focus with the Prophage
Series vaccines is on cancers that have limited or no available treatment options and in cancers that typically”
yield sufficient quantities of tumor tissue from the surgical procedure to allow for manufacture.

Since our first patient was enrolled in a clinical trial studying a Prophage Series vaccine in 1997, wé'have
treated more than 850 cancer patients in otir clinical trials. Because: our vaccines are denved from the patlent s ‘
own tumor, they are'unlike the majority of approved’ theraples and as such, they may experience a long e
regulatory review process and high development costs; either of which could delay or prevent our
commercialization efforts. For additional 1nformat10n regardmg regulatory nsks and uncertamtres please read the
nsks 1dent1ﬁed under “R1sk Factors' »

We believe that the collective results from our chmcal trials thus far stow that ‘the vaccine candidates that *
have been cl1mcally evaluateéd have a favorable safety proﬁle We also beheve that available results ‘from clrmcal
trials suggest that treatment with the Prophage Series vaccines can generate immunological and anti-tumér
responses.

Plrase 3 Renal Cell C'areinom'a‘Program - :
Renal cell carcinoma is the most ‘Commion type of kidney cancer. The Amefican Canceér Society estlmated
that there would be 58,240 new cases of kidney cancer and 13 040 people would die from the drsease in the"
United States in 2010. The Kldney Cancer Research Bureat, a Russian non-profit, non-gévernment research

organization, estimated that in 2008, approximately 16,000 Russians would be diagnosed with kidney cancer and
approximately 50% of those diagnosed would die of the disease. :

' We initiated a Phase 3, multicenter, mtematronal trial fof non-metastatic RCC into which the fitst patrent )
was randomized in February 2001. As announced on March 24 2006; the trral did not reach stat1stlca1 '
significance in its primary endpoint of recurrence—free surv1val in the total patient populatron though a posrtlve
trend was observed. During the protocol design process in' 1999 and 2000, key opinion leaders were consulted,
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and the, non-metastatic RCC patient Ppopulation designated for enrollment in the trial was thoughttobea . )
relat:lvely umform group In 2006, .the. Eastem Cooperative Oncology Group (“ECOG”) initiated a trial in
adjuvant RCC w1th sorafemb and sumtmrb that stratlﬁed their patient population into 1ntermed1ate—nsk

hlgh-rrsk and very hrgh risk- recurrence categones Us1ng these ECOG defined criteria,, analy51s of the :
1ntermed1ate nsk patlents (362 of the 604 ehg1ble patients in the tnal) in the trial showed a statistically srgmfrcant
difference in recurrence free survrval in favor of: the Oncophage arm. In part because the intermediate-risk ...
category was not prospecnvely dehneated prior to the trial’s initiation, the Food & Drug Admrmstratron (“FDA”)
has 1nd1cated that by, itself, part l of our. Phase 3 chmcal trral in renal cell carcinoma is not. sufﬁcrent to. support a,
blolog1cs hcense apphcatron (“BLA”) ﬁhng ' : . o

We opened a subsequent protocol that contrnued to follow patrents from thlS tr1al in the format of areglstry
in order to collect overall survrval rnformatron as well as investigator reports of drsease recurrence. The registry,
which is expected to prov1de addrtrorral data on the effectlveness of Oncophage followed patients until March.,
2010, an additional three years from closure of the initial trial, provrdmg more than five years of data collect1on
following the enrollment of the last patient in the trial. Final analysis of this data is in process. At the 2009
American Society of Clinical Oncology (“ASCO”) annual meeting, we. announced results of an interim analysis
from the ongoing global patient surviyal registry, which, showed that. pat1ents wrth krdney cancer at intermediate.
risk of d1sease recurrence. demonstrated an approxrmately 46 percent lower r1sk of death when. treated wrth

Oncophage cancer vaccme after surgery compared. wrth no treatment (n 362 P <0 05 hazard ratio = 0. 54)

In addltton to. the patlent regrstry, patlent enrollment has commenced 1nto a small study in non- rnetastatrc
RCC to assess. 1mmune response in the 1ntermed1ate-r1sk patlent populatron The results of this study, contmued
data collection through the survival registry, and ongomg analysis are uncertain, and may not positively affect the
acceptability of the overall results of the trial and, even if clinically meaningful, may not meet the requirements
of the FDA or, other regulatory authorities for submission and, approval of a marketing application or similar
appl1cat10ns for product approval outsrde the Umted States - NI ,

In April 2008, the Russian Ministryof Publlc"Health issued areglstration certificate for the use of
Oncophage for the treatment of. ‘kidney cancer patients at intermediate, risk for disease recurrence. Because,
among other thmgs we have hmrted resources and minimal sales and marketmg experience, commercralrzauon
of Oncophage has been slow, and only modest sales of Oncophage in Russia have occurred during the year ended
December 31, 2010 The Russian reglstratlon was our ﬁrst product approval from a regulatory authorlty, and- the
first approval of a patrent-speaﬁc therapeutlc cancer vaccine in a major market. ‘Since this .approval we have
been focusing our efforts in Russia on securing oné or more distribution and/or partnermg arrangements and
related commercialization activities. The amount of any future revenue generated from the sale of Oncophage in
Russia will (depend on our ability.to successfully execute on these efforts and Identify-and obtain adequate
relmbursement .as well as dec1srons of phys1c1ans and pataents among other factors Furthermore we:may
expenence s1gmﬁcant delays in the rece1pt of payment for Oncophage or an 1nab111ty to collect payments at all.

In October 2008, we announced the submission of a MAA to the EMA requesting conditional authorrzatlon
of Oncophage in earlier-stage, localized kidney cancer. On November 20, 2009, we announced that the CHMP of
the EMA formally adopted a negative opinion on this MAA. Subsequently we withdrew our-application and have
been evaluating a variety of options to potentially bring Oncophage to patients and physicians globally. Although
we are ng longer in active d1scuss1ons with a, potent1al partner for the European market, - we continue to actively.
seek partnershlp d1scuss1ons for mult1ple products generated from our portfoho of Prophage Senes vaccines.

Glioma
Glioma is a cancer. affecting the central nervous system; that begins in glial cells (connective tissue cells that
surround and support nerve cells). Mahgnant ghoma is; currently a fatal d1sea§e The American Cancer Society .

estimated that 22 020 new. cases of the brain and other NErvous- system cancers would be dragnosed durmg 2010
in the U S and that about 13, 140 people would d1e from these tumors. - ,
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A Phase 2 clinical trial with Prophage Series G-200 in recurrent, high-grade glioma is currently ongoing.
This study is being led by the Brain Tumor Research Center at:the University:of California, San Francisco = -+ -
(“UCSF?), with grants from the:American Brain Tumor Association and the National Cancer Institute Special - -;::
Programs of Research Excellence.-Phase 1 results, presented at the'Society for Neuro-Oncology Annual Meeting:,
Conference in November 2008, showed that vaccination following:brain cancer surgery increased:overall median:
survival to approximately 10.5 months, with four patients surviving beyond 12 months and one patient surviving
almost 2.5 years: The study also showed that all 12 treated ‘patients demonstratéd a significant immune’ response
after vaccmatron with G-200P < 0.001) and that patienits with miiimal residual-disease ‘at time of first -
vaccination (n = 7) were more lrkely to survrve beyond nine months compared w1th patrents w1th srgmficant
residual disease. ! ” : ; e bt : 2

The study, which is designed to enroll approximately 50 patients, has expanded to include New York-
Presbyterian Hospital/Columbia University Medical Center and University Hospitals/Case Western Reserve.
Interim data was presented at the Soc1ety for 'Neuro-Oncology meeting in October 2009, whrch showed a median
survival of 10 1 months in the ﬁrst 20 patrents treated with G-200 and that to date six patrents (30 percent) had
survrved at or beyond 12 months ' Thrs‘early data shows an 1mprovement in overall surv1val over the prevrous - :,
long-standlng hrstoncal medlan survrval of 6. 5 months and 1s also shghtly favorable to the recently reported o
May 2010, data presented at the Internatrona.l Conference on Brain Tumor Research and Therapy suggested that
vaccination with this candidate may improve overall survival in patients with recurrent high-grade glioma. An =
overall median survival of 44 weeks after tumor resection was observed. Approximately 70% of the evaluable
patients survived beyond 36 weeks, and 41% survived up to or longer than one year. Additional data from this
trial will be reported by mid-2011. UCSF also initiated an additional Phase 2 clinical trial in newly diagnosed
ghoma testlng Prophage Senes G-lOO in combmatron with’ Temodar® (temozolormde) This trial i is currently _
enrolling, with a target of 50 patrents Based on pronnsrng trends to date thrs tnal 1s ‘being expanded to mclude '
up to 10 chmcal s1tes

BT

other Clinical Trials .

" Initial clrmcal trials of Prophage Ser1es vacc1nes were armed at assessmg feas1b1hty, sa.fety and prehrmnary ‘
efficacy; sélect studies méasured immune response. A series of small, single-arm trials were performed in
various solid tumor types, including RCC, melanoma, colorectal cancer, gastric cancer, pancreatic cancer, and
non-small cell lung cancer. A single Phase 1 trial was conducted in non-Hodgkin’s lymphoma, and a
non- reglstratlonal Phase 3 trlal ‘was conducted in metastatrc rnelanoma

¥

. Collectlvely, results across all, tnals provrded evrdence of manufactunng and logrstrcal feasrbrhty as well as
an initial demonstratron of safety and srgnals of efﬁcacy, whrch included patients who had complete C
drsappearance (a complete response) substantral shrmkage (partral response), minor shrrnkage {(minor response),
or no change in the size (drsease stabrlrzatron) of tumor lesions. Medran oyerall survival results exceeded ,
historical controls that were relevant at the time when the studres were performed Addltronally, tumor-specrﬁc
T-cell responses were. noted i in studres where they were measured melanoma and colorectal cancer, In the Phase
3 metastatic melanoma trial, earher-stage patients who recerved at least 10 doses of the vaccine showed a '

survival benefit over patients in the control arm.

Manufactunng

Commercial and chmcal supphes of Oncophage and other vaccine: candrdates derrvmg from the Prophage
Series are manufactured in our Lexington, Massachuseits facility. We estimate that the facility’s current capacity
for.these products is approximately-10,000 patient courses per year, expandable: to approximately 200,000 patientr
courses per year,:by:building-out currently available space, adding second and third shifts, and autemating "
various functions.-On average, it takes eight to 10 hours. of drrect processmg time to manufacture a patrent batch :
of vaccine. N T T e



-After manufacturing, Prophage Series vaccines are tested and:released by-our:quality systems staff. The
quality control-organization performs a series of release assays designed-to-ensure that the product meets:all
applicable specifications. Our quality assurance:staff also reviews manufacturing and quality control records
prior to'batch release in-an effort. to assure:confortnance. with currént Good Manufacturing Piactices; dlso-known
as:.¢cGMP; as mahdated by the FDAand foreign regulatory :agencies.- wit T e e T

- Our manufacturing staff is rigorously trained and routinely evaluated for.conformance to manufacturing :--
procedﬁre_s and quality standards, This oversight is intended to ensure compliance with FDA and for;eign: . -
regulations and to-provide consistent vaccine output. Our quality. control and quality assurance staff.is similarly -
trained and evaluated as part of our effort to ensure consistency in the testing and release of the product, ‘as well -
as consistency in materials, equipment, and facilities.
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Preclinicdl Activities:

3

" 'We continue with product haractenzatlonefforcs to better deﬁnethecomplex structure of the Prophage o

Seties vaccines. These efforts are made more challenging by the aitologous nature of the products. In'addition,
we are developing miethods that will assess the intensity of immunological responses following Vaccination with
these vaccines. We expect to continué these efforts duririg 2011. In addition, we are currently planning to study
the Prophage Series vaccine candidates in combination with potentially synergistic therapies in later-stage .
cancers. -‘

Qs21

QS-21 Stimylon® adjuvant js an adjuyan Jed fo a vacg :

intended to enhance immune résponse. The key licensees of QS-21 are GSK and JANSSEN Alzheimer =
Immiunotherapy. There are 14 vaccines containing QS-21 in clinical development, including fourin Phase’3
testing for malaria, melanoma, non-small cell lung cancer and shingles. The first products containing QS-21 are
expected to be launched in the 2013-2014 timeframe, and we are entitled to royalties for at least 10 years post-
launch. The pipeline of product candidates containing QS-21 is diverse, encompassing prophylactic as well:as"
therapeutic vaccines for infectious diseases, multiple cancer types, and Alzheimer’s disease, The Company does
not incur clinical development costs for these products and is generally reimbursed for any related expenses by
itslicgnééesl o o Tr S L e e e

adjuvant, or a substance added to a vaccine or othér immunotherapy that is

QS-21 is best kniown for-its ability to stimulate antibody, or humoral; immune response, and has also béeri”
shown to activate cellular immunity. A natural product, QS-21 is a triterpené glycoside, or saponin, 4 nataral' = =
compound purified from the bark of a South American tree called Quillaja saponaria. It is sufficiently
characterized with a known molecular structute, thus distinguishing it from other adjuvanit candidates, which are

typically emulsions; polyriers, or biologicals. QS-21has been tested in approximately 185 clinical trials “ '
involving, in the aggregate, nearly 14,000 subjects in'a varicty of cancer indications, inféctious diseases, and

other disorders. These studies have been carried dut by academic institutions ‘and pharmaceutical companies in'
the Unitéd States and intetnationally. A number of these studies have shown QJ§:21 %o be significantly more *
effective in stimulating antibody responses-than alunfinum hydroxide or aluminum phosphate, the 4djuvants most

commonly used in approved vaccines in the United States today. * L :

Partnered 0S-21 Programs

A number of pharmaceutical and biotechnology companies have licensed QS-21 from us for use in vaccines
to treat-a wide variety of:human:diseases..Companies with QS-21: progtams include: GSK: and: JANSSEN . -
Alzheimer Immunotherapy. In return for rights to-use QS-21;:these companies have generally agreed to pay us
license fees, manufacturing payments, milestone payments, and royalties 6n’product:sales-for a. minimum-of 10:
years after commercial launch. In addition to our corporate licensing arrangements; we have developed a.number -
of academic-collaborations to test néw vaccine concepts and:products containing QS-21: Thereé are+14 vaccines
currently in clinical development that contain QS-21. s



GSK. In July 2006, we entered into.a license agreement and a supply agreement with GSK for the use of':
QS-21. On January -16,.2009, we entered into an Amended and Restated Manufacturing Technolegy Transfer and:
Supply Agreement (the “Amended GSK supply agreement”) under which GSK has the right to manufacture all:-
of its requirements of commercial grade QS-21. GSK is obligated to supply us (or our affiliates, licensees, or
customers) cértain quantities of commercial grade QS-21 for a stated:period:of time. To date, we have received
$10.5 million of a potential $1:5.3 million in upfront and miléstone payments related to these agreements: We are;
entitled to receive low single-digit.royalties:on nét sales for a period of at least 10,years after the first commercial
sale. of a resulting GSK product.-The agreements may be terminated by either party upon a material breach if the-
breach is not cured within the time specified in the agreement. The termination or expiration of the GSK license ::
agreement does not relieve either party from any obligation which accrued prior to the termination or expiration.
Among other provisions, the milestone payment obligations survive termination or.expiration:for any reason, and
the license rights’granted to GSK-survive expiration of the GSK license agreement. The:license rights-and. -
payment obligations of GSK under the-Amended GSK supply agreement survive termination or’expiration, '
except that-GSK’s license rights. and future royalty: obhgatrons do not survive if we terminate:due to GSK’
materral breach unless we elect 0therw1$e Sy R :-.:-_ o woocET

We understand that QS 21 isa key component 1nc1uded in several of GSK’s propnetary ad_]uvant systems
and that a number of GSK’s vaccine candidates currently under development are formulated using adjuvant. -
systems containing QS-21. GSK has initiated Phase 3 studies evaluating its investigational MAGE-A3-Antigen-
Specific Cancer Immunotherapeutic containing QS-21 in non-small cell lung cancer and melanoma. GSK has
also 1mt1ated Phase 3 clinical trials in malaria and shingles. - ,,_> i -; TS BTN DR

Elan/JANSSEN Alzhezmer ) Immunotherapy Elan Pharmaceutrcals Inc and/or its. affihates (“Elan”) had a.;
commer01a1 license for the use-of QS-21.in the research and commercialization of Elan’s- Alzheimer’s disease ..
vaccine candidate that contains QS-21 (“Licensed Product™). Effective September 14, 2009, we entered into an
Amended and Restated License Agreement (“Amended License Agreement”) with Elan, and on September 17,
2009, the Amended License Agreement was assigned to JANSSEN Alzheimer Immunotherapy, ‘a’'subsidiary of
Johnson.& Johnson. Under the terms of the Amended, License Agreement, JANSSEN :Alzheimer Immunotherapy
has the right to develop, make, have made, use, sell, offer for sale; import, and have sold, the Licensed Product..,
In addition, J AN SSEN Alzheimer Immunotherapy has the right to;manufacture all of its requirements of QS-21 .,
for use-in the Licensed Product and-we have no further supply obligations.. Assurnmg all benchmarks are.met . -
under this agreement, we could receive.up:to $11.5 million in future milestone payments; $1.5 million has; been
received as of December 31, 2010. Furthermore, under the terms of the Amended License Agreement, we are. -
entitled to receive middle single-digit royalties on net sales of the Licensed Product for a period of at least 10
years after the first commercial sale of such product, if-any. Expiration or termination of the-Amended License
Agreement is without prejudice to any rights that accrued to the benefit of the parties prior to.the date of such
expiration or termination. Upon expiration of the Amended License Agreement, JANSSEN Alzheimer
Immunotherapy: will have-a royalty-free license. Upon early termination of the Amended License Agreement,
JANSSEN Alzheimer Immunotherapy’s license rights terminate and future payment obligations do not:accrue. -

Manufacturing

Except in the case of GSK and JANSSEN Alzheimer Immunotherapy, we have retained worldwide
manufacturing rights for QS-21. We have the rlght to subcontract manufactunng for QS 21 and we have a supply
agreement with a contract manufacturer for the production of QS-21 through September 2012.In addrtlon under
the terms of our agreement with GSK, GSK is contractually committed to supply certdin: quant1t1es of
commercjal grade QS-21 to.us and our licensees in the future. :

HerpV

HerpV 1s an mvestlgatlonal therapeutrc vaccine candrdate drrected at the virus that causes gemtal herpes
(herpes simplex virus-2, or HSV-2) and is-the first potential noff-the-shelf application of our HSP. technology. -
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HerpV is a multivalent vaccine containing multiple synthetic HSV-2 peptides, which means that it may be
applicable to a broader patient-population and may have potential in managing outbreaks and: disease
transmission: - .. ¢ . o v oo N T

* A 2005-2008 study of the Centers for Disease Control and Prevention estimates 16.2% of people 14 to 49-
years of age in-the U.S. have HSV:2 infection; The World Health Organization estimated in 2003 that :. o
approximately 23.6 million people aged 15 to 49 worldwide are infected:each-year with HSV-2. Genital herpes is
currently treated with palliative topical:drugs or antiviral agents that reduce further replication of the virus during
the period of treatment. . © ;. . RIS R :

-t Based on the fesults of completed toxicology studies and other preclinical activities, we submitted to the
FDA an investigational new drug application (“IND™) for HerpV during the second quarter of 2005..In October
2005, we initiated a multicénter: Phase: 1 clinical trial of HerpV in genital herpes. In-this four-arm, phase 1 study, .
35 HSV-2 seropositive patients received HerpV with QS-21; HerpV alone; QS-21-alone, or placebo. The vaccine.
was well tolerated, with injection site pain as the most common reported adverse event. All patients who were::
evaluable for immune response and received HerpV with QS-21 showed a statistically significant CD4+ T cell
response (100%;.7/7) to'HSV-2 antigens as detected by IFNy Elispot, and thié majority of those: patients
demonstrated.a CD8+.T cell response (63%; 5/8): This study is the first to'demonstrate that HSPs complexed to:
viral antigens induce an antigen-specific T cell response‘in humans. = LA T e e e

We believe this is a first of its kind finding in genital herpes treatment. We consider HerpV:to be part of a*-
platform technology, since with the integration of heat shock proteins with antigenic peptides, we could
potentially create therapeutic vaccines for many infectious diseases. We hope to advance HerpV and the platform
technology in deveélopment through a partnership, and we are dctively pursuin’éilicens’in’g discussions.  © il
Intéllectual Property Portfolio . PP S ‘ ) . _ »

+ " Werseek to protect our technologies through a combination ‘of patents, trade secrets and know-how and =’
currently have exclusive rights, through outright ownership or through exclusive licenses, to 73 issued United -~
States patents arid 117 issued foreign patents. We also have exclusive rights t64 pénding United States patent
applications and 29 pending foreign- paterit applications. While we have patent coverage in Russia for -+~ "
Oncophage, we inay not have rights in other territories where ‘we 'may purstie regulatory approval for Prophage -
Series vaccine candidates. - - oo S S = S .

* Our issued-patents include those that cover o core technologies including HSPs for the treatment of
cancers and infectious disease, and'saponin adjuvants. - S A S
The issued patents that cover the Prophage Series Vaccines expire "ai various dates between 2015 and 2024
The issued patents to HerpV expire at various dates between 2014 and 2017. Our patent to purified QS-21"
expired in most territories in 2008. Additional protection for QS-21 in combination with other agents is provided
by our other issued patents which expire between 2016 and 2019. S

Various patents and paterit applications have been eXclu'sii?ély ’lié§}1§éd t.o;;ustby the following entities: -
Mount Sinai .Sc,h'oo',l‘ of,Medicine : ,y
In November 1994, we entered into a patent license agreement with the Motnt Sinai School 6f Medicinc”
(the “Mount Sinai Agreement”). Through the Mount Sinai Agreement, we obtained an exclusive, worldwide
license to patent rights relating to the heat shock protein technology that resulted from the research and .
development performed by Dr. Pramod Srivastava, our founding scientist and a former member of our Board of

Directors. We agreed to pay. Mount Sinai a royalty on the net sales of products covered by the licensed patent
rights and also provided Mount Sinai with a 0.45% equity interest in the Company (approximately 62,000 shares)
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valued at approx1mately $90,000 4t the time of i issuance. The term: of thie Mount Sinai Agreement ‘ends when the
last of the licensed patents expires (2018)-or becoiries no* longer valid. If we fail t6 pay royaltles that are due '
under the agreement, Mount Sinai may issue written notice to‘us: If we continue to fail o pay royalties after 60"
days from recelpt of the written notice, Mount Sinai can terminate the agreement. The Mount Sinai Agreement
requires us to use due dlllgence to make the products covered by the licenised patent nghts commerc1a11y
available, 1nc1ud1ng a requtrement for us to use best efforts to reach a number of developmental mrlestones ‘
which have been achieved. If we fail to comply with the dué dlhgence prov1s1ons of the agreement Mount Sinai’ N
could take actions to convert our exclus1ve hcense to a non- exclusrve hcense after six months wntten notlce The
Mount Sinai Agreement does not contam any nnlestone payment prov1s1ons o O

Fordham University : S T N LRI v

During 1995, Dr. Stivastava moved hlS research 16 Fordham U "'ver31ty (“Fordham . We entered mto a
sponsored research and technology licénse agréement with Fordham in March 1995 (the “Fordhain Agreement”)
relating to the continued development of the heat shock protein technology and agreed to make payments to b
Fordham to sponsor Dr. Srivastava’s research. Through the Fordham Agreement, we obtained an. exclusive, .
perpetual worldw1de 11cense to all of the 1nte11ectua1 property, mcludmg all the patent nghts wh1ch resulted from
the research and development performed by Dr Srivastava at Fordham. We also agreed to, pay Fordham a royalty
on the net sales of products covered by the Fordham Agreement through the last ¢ explrav on date on the patents '
under‘the agreement (2018) or ‘when the patents become no longer valid. The agreement does not contain any,
milestone payment provisions or any dlhgence prov1s10ns Dr. Snvastava moved his research to the Umversrty of :
Connecticut Health Center (“UConn”) during 1997 and, accordmgly, the parts of the agreement related to '
payments for sponsored research at:Fordham terminated in mid-1997. During the term of this agreement we paid
Fordham approximately $2. 4 million. - - R B :

e S e R e S g

UmversztyofConnecttcut A e R A

In May 2001 we entered 1nto a hcense agreement w1th UConn whlch vyas amended 1n March 2003 and June
2009. Through the license agreement, we obtained an exclusive worldwide license to patent rights resulting from
inventions discovered under a research agreement that was effective, from Fébruary. 1998 until December 2006.
The term of the license agreement ends when the last of the licensed patents expires(2022) or becomes no-lenger -
valid. UConn may terminate the agreement::(1) if, after 30 days written notice. for breach, we continue to fail to
make any payments due under the license agreement; or(2):-we cease to:carry on our business related to the.
patent rights or if-we initiate or.conduct actions in order to declare bankruptcy. We may terminate the agreement
upon 90 days written notice.:The license agreement;contains aggregate: miléstone payients of approximately
$1.2 million for each product we develop covered by the licensed patent rights. These milestone. payments are .-
contingent upon regulatory filings, regulatory approvals, and commercial sales of products. We have also agreed.
to pay UConn a royalty on the net sales of products covered by the license agreement as well as annual license
mainteriance fees beginning in May 2006. Royalties otherwise"due on‘the net sales of products covered by the
license agreement may be credited against the annual license maintenance fee obligations. Under the March 2003
amendment;:we agreed to pay:UConn an upfront payment and to make future-payments for each patent or patent
application with respect to.which we:exercised our option under the research agreement. As of December 31,
2010, we have paid approximately $340,000 to UConn under the'license agreement. The license agreement gives
us complete discretion over the commercialization of products covered by the licensed patent rights but also
requires us to use commercially reasonable diligent efforts to introduce commercial products within and outside
the United States. If we fa11 to'meet these dlhgence requlrements UConn may be able to ternnnate the hcense
agreement. :

Regulatory Compiiance‘ _ : gy . o
Governmental authoritiés in the United States-and other countries eit’ensively regulate the preclinical and
clinical testing, manufacturing, labeling; storage, record keeping, advertising, promotion, export, marketing and
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distribution, among other things, of our investigational product candidates. In the United States, the FDA under
the Fe_;jggal EQQd, Drug, and :C_osme_:tic_Act,v the. Public. Health Service Act and other federal statutes and
regulations, subject pharmaceutical products to rigorous review. -

'In order to obtain approval of a new product from the FDA, we must, among other requirements, submit
proof of safety aﬁd:éﬁfﬁqa:c»y as well as _detaﬂed information on the manufacture and composition of the product.
In most cases, this proof entails extensive preclinical, clinical, and laboratory tests. Before approving a new drug
or marketing application, the FDA may also conduyct pre-licensing inspections of the company, its contract
research organizations and/or its clinical trial sites to ensure that clinical, safety, quality control, and other ,
regulated activities are compliant with Good Clinical Practices, or GCP, or Good Laboratory Practices, or GLP,
for specific non-clinical toxicology studies. The FDA may also require confirmatory trials, post-marketing
testing, and extra surveillance to monitor the effects of approved products, or place conditiosis on any approvals
that could restrict the commercial applications of these products. Once approved, the labeling, advertising, .
promotion, marketing, and distribution of a drug or biologic product must be in compliance with FDA regulatory
reql'li'fé‘ly_nén,t,lfl',,, S ; LR LT FOGER S be In compha ; !

-

In Phase 1 clinical tiials, the sponsor tests the product in a smiall number of patients or healthy volunteers,
primarily for safety at oe or more doses, Phase 1 trials if cancer afe ofteri conducted with patients who have =
end-stage ot mefastatic cancer.In Phase 2, T'addition to safety, the sponisor evaluates the efficacy of the product
in a patient population someéiwhat larger than Phase 1 trials. Phase 3 trials typically involve additional testing for
safety and clinical efficacy in an expanded opulation at geographically dispersed test sites. The FDA may order
the temporary or p'e‘r‘rnénem:disf}'contiﬁd‘zftit_)pvbfla'ciin_i,Cal trial at any time. ' ‘ o

* ""The sponsor must submit to the FDA the results of preclinical and clinical testing, togethier with, among
other things, detailed information on the manufacture and composition of the product, in the form of a new diug
application or, in the case of biologics, like the Prophage Series vaccines, a BLA. In a process that can take a
year or more, the FDA reviews this application and, when and if it decides that adequate data. is available to show
that the new compound is both safe and effective for a particular indication and that other applicable
requirements have been met; approves thé-dljug or biologic for marketing; T -

+ Whether or not:we have obtained FDA approval, we must generally obtain approval of a product by
comparable regulatory authorities of international jurisdictioris prior to the commencement of marketing the
product in those jurisdictions: We are also subject to cGMP; GCP, and GLP compliance obligations, and are
subject to inspection by international regulatory authorities. International tequirements may in-some
circumstances be more rigorous than' U:S. requirements and may require additional investment in. manufacturing
process development, non-clinicalstudies, clinical studies, and record keeping that are not required for U.S.
regulatory compliance or approval. The time required to'obtain this ‘approval may be longer or shorter than that
required for FDA approval and:can also require significant resources in time, money, and labor. - : B

Under the laws of the United States, the countries of the -European: Union, and other nations, we and the + . . -
institutions where we sponsor research ‘are subject. to obligations to-ensure the protection of personal information
of human subjects participating:in. our clinical trials. We have instituted procedures that we believe will enable us
to comply with these requirements and the contractual requirements of our data sources. The laws and
regulations in this area are evolving, and.further regulation, if adopted, could affect the timing and the cost of

future clinical development activities. o

We are also subject to regulation under. the Occupational Safety and Health Act, the ‘Toxic Substances Control
Act, the Resource Conservation and Recovery Act, and other current and potential future federal, state, or local - -
regulations. Our research and development activities involve the controlled use of hazardous materials, chemicals, -
biological materials, various radioactive compounds, and for some experiments we use recombinant DNA. We
believe that our procedures comply with the standards prescribed by local, state, and federal regulations; however,
the risk of injury or accidental contamination cannot be completely eliminated. We conduct our activities in -
compliance with the National Institutes of Health Guidelines for Recombinant DNA: Research,
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Competition

Competition in the pharmaceutical and biotechnology industries is intense. Many pharmaceutlcal or.
blotechnology companies have products on the market and are actively engaged in the research and development
of products for the treatment of cancer and 1nfect10us diseases. In addition, many competrtors focus on
1mmunotherapy as a treatment for cancer and mfectlous diseases. In particular, some of these compames are
developing cancer vaccines produced from a patlent s own cells or tissue. Others are focusmg on developmg heat
shock protein products. Prior to regulatory approval, we may compete for access to patients with other products ‘
in clinical development, with products approved for use in the indications we are studying, or with off-label use
of products in the indications we are studying. In addition, we compete for funding, access to licenses, personnel,
and third-party collaborations. Many competitors have substantially greater financial, manufacturing, marketing,
sales; distribution, and technical resources, and more experience in research and development, clinical trials, and
regulatory matters, than we do. Competing companies developing or acquiring rights to more efficacious -
therapeutic products for the same diseases we are targeting, or which offer s1gmﬁcant1y lower costs of treatment,
could render our products: noncompetltrve or obsolete. : - ‘ .

Acadenuc mstrtutlons, govemmental agenc1es, and other public and private research. institutions conduct .
significant amounts of research in biotechnology, medicinal chemistry, and pharmacology. These entities have
become increasingly active in seeking patent protection and licensing revenues for their research results. They. .
also compete w1th us in recrultmg and retamlng skilled sc1ent1ﬁc ta]ent o ' o

We are aware of certain programs and products under development by other compames that may compete
with our programs and products. Several of these compames have products that utilize similar, technologies -
and/or pat1ent—spec1ﬁc medicine techniques, such as Dendreon and Accentia, as well as Immuncell- LC ICT-107
DC-Vax and CDX-110, being developed by Innocell Corp, ImmunoCellular Therapeut1cs Northwest ;
B10therapeut1cs and Celldex respectrvely, for treatment of patrents with newly diagnosed ghoma

We are aware of at least one saponin ad_]uvant wh1ch c1a1ms to be 1dent1ca1 to QS 21. OPT—821 was
developed by Optlmer Pharmaceutlcals and is bemg used in ongomg cancer vaccine trials. Several other vaccme
adJuvants are in development and could compete w1th ‘QS-21 for inclusion in vaccines in development These ,
adjuvants include, but are not lnmted to, ohgonucleotldes under development by Pfizer, Idera, Juvaris, and N
Dynavax, MF59 under development by Novartis, IC31, under development by Intercell, and MPL, under
development by GSK. In addition, at least one company, CSL Limited, as well as academic institutions, are
developmg saponin ad_]uvants mcludmg denvatlves and synthetic formulations.,

" The ex1stence of products developed by these and other competltors or, other products of which we are not
aware or wh1ch other companies may develop in the future, may adversely affect the marketab111ty of products,
we develop A

Employees

As of February 25 2011, we had approx1mately 56 employees of whom 7 were Ph D s and 2 were MDs
None of our employees are subJect toa collective bargammg agreement. We believe that we have good relations
with our employees. :

Corporate I-Ilstory

Antlgemcs L.L.C. was formed asa Delaware limited 11ab111ty company in 1994 and was converted to
Antlgemcs Inc., a Delaware corporatlon in February 2000 in conjunction with our initial public offenng of
common stock. As of January 6, 2011, we changed our name from Antigenics Inc. to Agenus Inc. to more
accurately 1 reﬂect our existing, product plpehne which has expanded over the years beyond ant1gen-based
vaccines, as well as to highlight our business strategy as we seek partnenng opportumtres to grow and diversify
our business.
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Availability of Periodic SEC Reports
Our Interriet website address is www.agenusbio.com. We make available free of charge through our website

our annual reports on Form 10-K, quarterly reports on Form 10-Q, current reports on Form 8-K; and amendments
to those reports filed or furnished pursuant to Section 13(a) or 15(d) of the Secutities Exchange Act of 1934 °
(“Securities Exchange Act”) as soon as reasonably practicablé after we electronically file such material with; or
furnish such material to, the'Securities anH’Exchan'ge’Commissionf“(thé “SEC”). The contents of our website are
not part of; or incorporated intd, this document. T T R e et
Item 1A, Risk Factors L e e s

" Qur future operating results could differ'materially from the tesults deseribed in this Annual Report on Form
10-K due to the risks and-uncertainties described below. We cannot assure investors that our assumptions and ‘. :
expectations will proveto be correct; Important factors could cause our actual results to'differ materially from: -
those indicated or implied by forward-looking statements. Se¢ “Note Regarding Forward-L.ooking Statements”
on page 2 of this Annual Report on Form 10-K. Factors that could cause or contribute to such differences include
those factors discussed below: ~ - . .- Lo F R U R

Risks’liéléf:édtoroufBl'lsihéss - o e e
If we incur operating losses for longer than we expect, or we are not able to raise additional capital, we may
be unable to continue our.operations, or we may become insolvent. . .. T
~ From our inCebti(?n“thrdqéh December 31, 2010, we have incufred net losses totaling $584.4 million. Our

net losses foi the years ended December 31, 2010, 2009, arid 2008, were $21.9 million, $30.3 million, and $30.8

million, respéctively. We expect to inctir significant 10sses over the next séveral years as we continue research
and clinical development of Gur téchnologies, apply for regulatory approvals, and pursue partnering =
opportunities, commercialization, and related activities. Furthermore, our ability to generate cash from operations
is dependent on the success of our licensees and collaborative partners, as well as the likelihood and timing of
new sirafegic licensing and partnering relationships and/or siccessful commercialization of Oficophage and our
various product candidates. If we incuf opetating losses for longer than we éxpect and/or we are unable to raise

additional capital, we may become insolvent and be unable to continue our operations. o

On'December 31, 2010, we had $19.8 million in'cash and cash equivalents, Wé believe that, based on our
current plans and activities, our working capital resources at December 31, 2010; combined with anticipated
revenues, and the estimated proceeds from our license, supply, and collaborative agreements, will be sufficient to
satisfy our liquidity requirements through 2011, We expect to attempt to raise additional funds in advance of
depleting dur current furids. For the year ended December 31, 2010, our average monthly cash used in operating”
activities was $1.2 million. We do not anticipate significant capital expenditures during 2011. A

We are required to maintain effective registration statements in connection with certain private placement
agreements. If we are unable to keep the registration statements continuously effective in accordance with the
terms of the private placément agreements, ot do not maintéin our listing on Nasdaq or any electronic bulletin
board, we are subject to liquidated damages pehalties of up to a maximum of 10% of the aggregate purchase ~
price paid by the original investors, or up to $3.8 million. S

Since our inception, we have financed our operations primarily through the sale of equity and:convertible:
notes, interest income earned on cash, cash equivalents, and short-term investment balances, and debt provided
through secured lines of ctedit. In order to finance future operations, we will be ‘required to raise additional funds
in the capital markets, through arrangements with collabotative partners, or from other sources. During February
2010, we entered into an At the Market Salés Agreement with McNicoll, Lewis & Vlak LLC and Win Smith & -
Co (the “Sales Agents”) iinder which we may sell an aggregate of up to 20 million shares of our common stock
from time to time through the Sales Agénts. To date we have sold approximately 7.0 million shares of our
common stock under this agreement for net proceeds, after expenses, of $8.8 million.
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% Additional financing may not be available on favorable terms, or at all. If we-are unable to raise-additional
funds wher we need them; wé will be'required to delay; reduce, or eliminate some or all of our development,
conimercialization and-clinical trial programs. We also may be forced to'license or selt technologies to others
under agreements that allocate to third parties substantial portions of the potentlal value of these technologles
We may also be unable to continue our operatrons or we may become 1nsolvent ) :

' The weakniess of the United States economy and the global economy may have a material adverse effect on’
our liquidity and financial condition, particularly if our ability to raise additional funds is impaired. The ability of
potential patrents and/or health care payers to pay for our products could also be adversely 1mpacted thereby
lmutmg our potential revenue. In add1tron any negative 1mpacts from any further detenoratron in the credlt
markets and related ﬁnancral crrsrs on our collaborat1ve partners could llrnrt potentral revenue from our product
candrdates :

We have szgmﬁcant debt and we may not be able to make mterest or prmczpal payments when due

At the optlon of the holders our 8% senior secured convertlble notes due August 2014 (the “2006 Notes”)
can be converted into an interest in one of our wholly-owned subsidiaries that holds the rights or patents to
QS-21 and HerpV. If converted into an interest of this subsrdrary, the ownership interest in the subsidiary will be
determined by multrplymg the quotient of the conversion amount dlvrded by $25.0 mrlhon, by 30%: If the
holders elect riot to convert into the subsidiary; then at the maturity of the 2006 Notes, we may elect to repay the
then outstanding balance, $34.7 million at December 31, 2010, in cash or in common stock, subjéct to certain
limitations.. In no event will any of the note holders be.obligated to accept equity that would result.in them,-:
owning in excess.of 9.99% of our outstanding common stock at any given time in.connection with any..
conversion, redemptron or.repayment of these notes. The 2006 Notes are secured by.the equity of the- subs1d1ary
that holds the. r1ghts or patents to QS 21 and HerpV ; T SRS

Our abrlrty to satlsfy our obhgatrons w1ll depend upon. our future performance Wthh is sub]ect to many
factors, including the factors identified in this “Risk Factors” section and other factors beyond our control: If we'
are not able to generate sufficient cash flow from operat10ns in the future to serv1ce our 1ndebtedness we may be
requlred among other things, to:- S - e Sy :

__-_)_ ‘». 'seek add1t10na1 ﬁnancmg in the debt or equ1ty markets
' refinance or restructure all or a portion of our indebtedness;’
. sell, out-license, or otherwise dispose of assets; and/or

e “.rte‘duce or, del_ay planned expenditures on research and development‘ and/or commercialization:activities.

‘ -'-‘;"--‘Such measures rmght Hot be sufﬁcrent to- enable us to make prmcrpal and interest payments In addmon any
such financing; réfinancing, orsale of assets-ight not be available on economlcally favorable terms, 1f at all

..To date, we have had negative cash flows from operations. For the years ended December 31,.2010, 2009
and 2008 net cash, used in operatmg activities was:$14.8 million, $24 2 million,-and. $28.9 mrlhon respectrvely

Several factors could prevent the successful commerczahzatwn of Oncophage m Russm In addttwa, we do
xpect to generate szgmﬁcant revenue from sales of Oncopkage in Russza in. the near term

- T April 2008, the Russian Ministry of Public Health issued a registration certificate for the-use of -
‘Oncophiage for the treatment of kidney cancer patients at intermediate risk for'disease recurrencé and, in
September 2008, the FDA granted the necessary permission to allow for the €éxport of Oncophage from the -
United States to Russia. The Russian registration was our first product approval from a regulatory authority-
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... Since.approval, modest sales have occurred in Russia. Complexities unique to the logistics of this product
may delay.shipments and limit our ability to move commercial product in an efficient manner without incident.
We currently do not have a business presence outside of the United States and rely on third parties to conduct our
Oncophage operations in Russia. The reimbursement system in Russia is changing rapidly and has experienced .
serious funding and administrative problems;in its national and regional reimbursement programs. If we are
unable to obtain local distribution arrangements including favorable pricing and payment terms, and/or develop
appropriate logisticgl;procp§sqs for distribution of Oncophage, our commercialization efforts ‘would be adversely
affected. . L '

To date we have not been able to secure government reimbursement and there appears to be a limited
private-pay market in Russia. If we are unsuccessful in obtaining substantial reimbursement for Oncophage from
national or regional funds, we will have to rely on private-pay for the foreseeable future, which may limit or
prevent our sales efforts because the ability and willingness of patients to pay is unclear and many patients will
not be capable of paying for Oncophage by themselves. Because we have limited resources and minimal sales
and marketing experience, successful commercialization of Oncophage may not-materialize.. Furthermore,: we
may experience significant delays in the receipt of payment for Oncophage, or an inability to collect payments at
all SRS A S S

If we fail to obtain adequate levels of reimbursement for our product candidates there maybeno . . .
commercially viable market for these products, or the commercial potential of these products may be
significantly limited. L _v - :

Public dnd private insurance programs may determine that they will not cover our or our collaborative
partners’ product candidates. In Russia, Europe, and other countries-outside the United States, government-- -
sponsored health care systems typically pay a substantial share of health care costs, and they may regulate -
reimbursement levels of products to control costs. If we or our collaborative paitners are unsuccessfulin -
obtaining substantial reimbursement for our product candidates from national or regional funds, we will have to
rely on private-pay, which may-delay or prevent our launch efforts, because the ability. and. willingness of
patients to-pay for our:products is unélear. w o ’ : ‘ '

1t is possible that there will be substantial delays in obtaining coverage of our product candidates, or the -
product candidates of our licensees or collaborative partners, if at all, and that, if coverage is obtained, there may
be significant restrictions on the circumstances in which there would be reiriibursement. We ‘ate unable to predict
what impact any future regulation or third-party payer initiatives relating to reimbursement will have on our
sales.

If we fail to comply with regulatory requirements in the countries in which we conduct our business, if these
regulatory requirements change, or if we experience unanticipated regulatory problems, our commercial
- launch of our Prophage:Series product candidates could be prevented or delayed, or our product candidates
could be subjected to restrictions; or be withdrawn from the market, or some other action may be taken that
may be adverse to our business.
“Regulatory authorities generally approve products for particular indications. If an approval is for'a limited

indicatidi; this limitation reduces the size of the potential markét for that product. Product approvals, once
granted, are subject to continual review and periodic inspections by regulatory authorities. Later discovery of
previously unknown problems or safety issues and/or failure to c':omply. with applicable regulatory requirements
can result in; among othier things, warnitg letters, fines, injunctions, civil penalties, recall or seizure of products,
total or partial suspension of production, refusal of the government 6 renew marketing applications, complete’
withdrawal of a marketing application, and/or criminal prosecution, Such regulatory enforcement could have a
direct and negatiye impact on the product for which approval is granted, but also.could have a negative impact on
the approval of any pending applications for marketing approval of new drugs or supplements to approved: .. -
applications. ... : : : : S e
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-+ In-addition, .our operations and marketing, practices are subject to regulation and scrutiny by the:United
States government, as well as governments of any other countries in which we do business or conduct activities.
Because we are a company:operating in a highly regulated industry, regulatory authorities could take.
enforcement action against us in connection with our business and marketing activities for various reasons.

For example, our markenng and sales labelmg, and promotlonal activities in Russ1a are subject to local
regulations. If we fail to’comply with régulations prohlbltmg the promotion of products for non-approved -
indications or prodiicts for which marketing approval has not been granted, regulatory authorities could bring * -
enforcement actions against us that could inhibit our marketing capabilities, as well as result in penalties. In- -
addition, the United:States Foreign Corfupt Practices Act prohibits U.S: compatiies and their representatives from
offering, promising, authorizing, or making payments to foreign officials for the purpose of obtaining or retaining
business abroad. Failure to comply with domestic or foreign laws, knowmgly or unknowmgly, could result i in
various adverse consequences mcludmg possible délay in approval or refusal to approve a product, ‘recalls,
seizures, withdrawal of an approved product from the market, exclusion from government health care programs,
imposition of significant fines, mjunctrons and/or the 1mpos1t10n of c1v11 or cnmmal sarictions agamst us and/or
our officers or' employees. '

From time to time, new legislation is passed into law that could significantly change the statutory provisions
govemm ‘the ! approval manufacturmg, and marketmg of products regulated by the FDA and other globai health
authonnes 'Addltlonally, regulauons and guldance are often rev1sed or remterpreted by health agencres m ways

changes will be enacted; or whether regulatxons gurdance, or lnterpretatlons will change, and what the 1mpact of
such changes, if any, may be.

We able to make the Prophage Senes of cancer vaccmes avazlable in countnes 0ther than B
Russza or in, mdwatwns other than renal cell carcmoma. Lo ; ~

The Prophage Series R-100 is currently only approved for marketmg in, Russra as Oncophage for the
adjuvant treatment of kldney cancer patients, at intermediate risk for disease recurrence. The probabrllty and
tmung of subrmssmns and/or approval in any Junsdlctlon or mdlcauon for. this. product is uncertain. . __' R

‘ In 2008 we submltted a marketlng authonzatlon appllcatlon (“MAA”) to the European Medlcmes Agency ‘
(“EMA”) requestmg condrtronal authorlzanon of Oncophage in earher—stage locahzed kidney cancer.. After 1ts
rev1ew the Comrmttee for Medrcmal Products for Human Use (“CHMP”) of the EMA adopted a negatlve
opinion on our MAA and subsequently we withdrew our apphcatlon If we. contlnue to pursue a marketmg
authorization apphcanon for Oncophage with the EMA there is a high level of uncertamty\regardmg the
probablllty and tmnng ofa favorable outcome In addmon, even if we contmue thls pursu1t Oncophage may not
achieve approval in Europe because we may not successfully address issues assoc1ated w1th post-hoc analys1s, N
subgroup analysis, lack of 1mmunolog1cal data, product characterization, or other issues that may be of concern
to the EMA

The FDA has mdlcated that our Phase 3 clinical trials of Prophage Series'R-100 (Oncophage) and M-200°
cannot, by themselyes, support biologics license application (“BLA”) filings in the studies’ indications (renal cell
carcinoma and metastatic melanoma). The:signals and trends. observed in the Phase 3 renal.cell carcinoma and
melanoma trials;are based on data analysis of subgroups of patients, some of which were not pre-specified. While
the subgroup data might be suggestive of treatment effect, under current regulatory. guidelines the resuits: cannot
be expected, alone; to support registration or approval in-the United States, and our existing data may not support
registration-or.approval in other territories outside of Russia, including in Europe. Due to our lack of resources,
our ability to perform additional studies. may be limited. Furthermore, studies may.take years to complete and.
may fail to support regulatory filings for many reasons. In addition, our Prophage Series vaccines are a novel
class of patient-specific (derived from the patient’s:own tumor) oncology therapies, and-the FDA and foreign
regulatory agencies, including the EMA, which is: responsible for product approvals in Europe, and Health
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Canada, which is responsible forproduct approvals in‘Canada, have relatively'little-experience in reviewing. these
types of therapies. Therefore, Prophage Series product:candidates may ‘experience a long regulatory review ¢ .’
process and high development costs, either: of whichicoulddelay or prevent our commercialization‘efforts: " .

EEI BT R 1 £330 S SRR LY €5

Risks associated with doing business, internationally could negatively affect our business.

The Prophage;Series vaccine R-100 is currently only approved for-sale in Russia-as. Oncophage. Russia is an
evolving market and-regulatory, legal, and-commercial structures are less predictable than in more-mature i... . -,
markets. This unpredictability, as well as potential geopolitical.instability in the Russian. region;-could-negatively-
impact the regulatory and/or.commercial environment there, which-in turn-could haye:an:adverse effect on our. . -
business, .- AP Lo . : :

el

In addition, various other risks associated with foreign operations.may impact our,succe

L uC L e i
] ss--Possible risks - ..
include fluctuations.in the value of. foreign and domestjc currencies, disruptions in the import, export, and... . .,

transportation of patient tumors and.our product, the product and seryice needs of foreign.customers, difficulties,
in building and managing foreign relationships, the performance of our licensees or collaborators,.and ., ,
unexpected regulatory, economic, or political changes in foreign markets.

L U L AN PO T L S U L T R R PYP L N E ST Y ST E D LT e
-, Our financial pesition, results of operations, and cash flows can be affected by. fluctuations in foreign

curreney exchange rates, primarily forthe euro and the ruble, Movement in foreign currency exchange fates
ary significantly in the fufure and may affect period-to-period,

could cause revenue,or clinical trial costs to vary significantly ture and may,a -t
comparisons of our operating results. Historically, we have not hedged our exposure to these fluctuations in

exchange rates.

Our commercial and international operations experience and resources are limited and need to be
developed or acquired. If we fail to do so, our revenieés may be limited or ne existe ddition, we may
be required to incur significant costs and devote significant efforts to augient our éxisting capabilities.

2,0

As we have limited experience with commercial arid iniérnational dpérations, it may be difficultto
accurately estimate our costs. We currently do not havé ‘employees, manufacturing, or business operations "
facilities outside of the United States and we will rely significaritly on Consultants partners, and other third
parties'to conduct our sales, marketing, and distribution operations, If these third parties are unable to fulfill their
obligations this could have a materjdl adversé effect o ‘our comimercikliza
perform sales, marketing, and distribution functions ourselvés, we will face 4 fumb

including the need to recruit experienced marketing ‘and sales personnel; or incur ] ant ex]
addition; we may need to competé with other companies that have nore experienced an ‘better-funded
operations.'Where we have licensed our products to third-party collaborators or, licensees, we will be depe

dent *

Gt ey aeT e § e T RN ORI S P R N ST RSt T ; o2 iy W TETR T
on their commercial operations, salés and marketing expertise and resources, a s'we receive from

Ty g

those products will depend prifnaily on the sales and marketirig efforts of others. '
Our competitors in the biotechnology and pharmaceutical industries may have superior products‘,’ A
manufacturing capability, selling and-marketing expertise and/or financial and other resources. . -

" Our products-and the produets in dévelopment byout collaborative partriers‘ay fail:because of intense” -
competition from major pharmaceiitical companies and specialized biotechnology companies engagéd in'the -
developmerit of product candidates directed at cancer, inféttions:diseases and degénerative disorders. Several of
these companies have products that utilize technologies similar to cur Prophage Seriés and/or patieiit-specific or
other vactine based techniques; such as Dendreon anid Acceritia, as well as Iinmiincell-LC; ICT-107, DC-Vax- =
and CDX-110, being developed by Thnécell Corp; ImmuinoCelhilar Therapeufics,; Northwest Biotherapettics and-
Celldex, respectively, for treatment of patients-withinéwly diagnosed glioma, 7o il e e

R L el x N A TR AL B W A T e Te SRR G P T
There isno guarantee that-we: will be:able to compete with: potential future: products being developed by ot
competitors: For example, Oncophage may compete with therapiesicurrently in dévelopment for nonsmetastatic -
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renal cell carcinoma, such as Wilex AG’s Rencarex (WX- G250), which is in Phase 3 clinical trials. Addmonally,
sorafenib and suiiitinib, whrch are approved for advaticed renal cell carcinoma, are being studiedin " - :
non-metastatic renal cell carcinoma, and other products that have been developed for metastatic renal cell "~
carcinoma, such as temsirolimius, bevacizumab and pazopamb may also be developed for non-metastatic renal
cell carcinoma. As our Prophage Series vaccines are potentlally developed in: other indications, they.will face -
additional competition in'those indications. In addition, for'our Prophage Series: vaccires, and all of our product
candidates, prior to regulatory approval, we may compete for access to patients with other products in clinical
development, with products approved for use in the indications we are studying, or with off-label use of products
in the indications-we are studying. We anticipate that we will face increased competition ‘in the future as new
companies enter markets we seek-to address and scientific developments surroundlng mnnunotherapy and other '
tradrtronal cancer therap1es contmue to accelerate ‘ SRR

“-@ur patent to punﬁed QS-21 explred in'most térritories in 2008 Additional ; protectlon for our QS 21
propnetary adjuvant in combination with other agents is provided by our other patents.’Our licefise and
manufacturing agreements for QS-21 typically-provide'toyalties for at least 10 years after commercial launch:
independent of patent expiry. However, thére is no guarantee that we will be ableé to collect royalties in'the-
future. o : e e

We are aware of comipounds that claim to be identical to QS-21 that are being used in clinical trials. Several
other vaccine adjuvants are-in development and could compete' with QS-21 for inclusion in vaccines in O
development. These adjuvants inclide; but-are not limited to, oligonucleotides, under’ development by Pfizer,
Idera; Juvaris, and Dynavax, MF59 under developrient by Nevartis, I€31, under development by Intercell; and
MPL, under development by GSK. In-addition, atleast one company, CSL Limited, as well as acadennc S
institutions, are developing sapenin‘adjuvants, including denvatrves and synthet1c formulatrons T

Many of our competrtors including large pharmaceutical compames have greater ﬁnancral and human
resources: and more- experrence ‘than we do. Our competltors may RECHEE R '

Y commercrahze their product cand1dates sooner than we commerc1ahze our own; ’

« .- .:develop safer or more effectlve therapeutlc drugs or preventlve vaccmes ‘and’ other therapeutrc '
o products : : - : L ‘ '

. _1mp1ement more effecuve approaches to sales and marketmg and capture some. of our potentral market ‘
- share;

e establish superior 1ntellectual property’ pos1t1ons

* _ discover technologies that may result in medical insights or breakthroughs, which render our drugs or
' vaccmes obsolete, possrbly before they generate any revenue or

»  adversely affect our ability to recruit patients for our chmcal trials.

Manufacturing problems may cause product launch delays, unantzczpated costs, or loss of revenue streams.

If the demand for our Prophage Serres vaccines is substantrally greater than we antrcrpate our capacrty may
not be able to meet product demand: In addition; higher manufacturing loads: ‘may-result in higher manufacturmg
failure rates as the operation becomes more complex: We currently manufacture our Prophidge Series vacc1nes in-
our Lexington, Massachusetts facility and we inténd to continue using this facility to satisfy all demands for -
product. Whilewe believe we will be able.to cover all demands in the near-term, there is no guarantee that we-
will be dble to meet all future or unanticipated increases in demand, and a failure t6 do so could adversely affect
our business. Such demarnd ‘may- also limit our ability to manufacture product i ih support of clinical trials, and this
could cause a delay or failure in our Prophage Series programs:. Manufacturmg of Prophage Series vaccities is
complex, and various factors:couldcause ‘delays or an inability to supply vacc1ne Dev1at1ons in the processes
controlling manufacture could result in production failures. -~ - : : SR
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.~ We can also manufacture other clinical products in our own. manufacturing facility. Our manufacturing
facility has support areas that it shares with the Prophage Series manufacturing areas. As we seek.to make
Prophage Series vaccines available in other territories, the applicable regulatory bodies may require.us-to make .
our manufacturing facility a single product facility. In such an instance,; we would no longer have the ability to.. .
manufacture products such as HerpV in our current facility..In order to prepare additional HerpV to support ;.
future clinical trials; we would then have to manufacture or have manufactured this product in an appropriate. . .,
alternative facility, - : K . , — . o

Currently, we do not manufacture QS-21 in our own manufacturing facility, and we have given two QS-21. -
licensees who have.the most.advanced QS-21 programs the right to manufacture QS-21 themselves or through
third-party manufacturers. If these licensees are unable to successfully manufacture or have manufactured QS-21,
the commercialization of the product candidates being developed by such licensees could be delayed or _
prevented, and we could lose important potential future revenue streams. We currently outsource.the manufacture
of QS-21 under an-agreement that expires in 2012. If we are not.able to renew this agreement we may have to. ..
identify an alternative manufacturing source or the investment of substantial funds would be required to.develop .
our own.manufacturing facility. We or our currently contracted supplicrsmay never have the abilityto .. -, -
manufacture commercial grade QS-21.

‘We currently rely upon and expect to continue to rely upon third parties, potentially including our
collaboratogs or:licensees, to produce:materials required to support our product candidates, preclinical studies, - |
clinical trials, and commercial efforts: A number, of.factors could cause production interruptions at.our - ... .
manufacturing facility or at our contract manufacturers or suppliers, including equipment malfunctions, labor or
employment retention problems, natural disasters, power outages, terrorist activities, or disruptions-in the .
operations of our suppliers. Alternatively, there is the possibility we may have excess manufacturing capacity:if -
product candidates do not progress as planned.

POMEAHE SEENROH L T e , e, SECPIE .

There are a limited number of contract manufacturers or suppliers that are capable of manufacturing our.. . -
product candidates or the materials used in their manufacture. If we are unable to do so ourselves or to arrange
for third-party manufacturing or supply of these product canididates or materials, or to do $o on commercially
reasonable terms, we may not.be able to complete development of these product candidates or commercialize
them ourselves or through our collaborative partners or licensees. Reliance on third-party manufacturers entails
risks to which we would not be subject if we manufactured products ourselves, including reliance on the third
party for regulafory"compliance, the possibility of breach of the manufactufing agreement by the third party
because of factors beyond our control, and the possibility of termination or non-renewal of the agreement by the
third party, based on its own business priorities, at a time that is costly or incenvenient for us.

" Manufacturing is'also subject to extensive govetnment regulation. Regulatory authorities must approve the
facilities in which human health care products are produced. In addition, facilities are subject to ongoing
inspections, and minor changes in manufacturing processes. may require additional regulatory approvals, either of
which could cause us to incur significant additional costs and lose revenue.

Y s

ATI?e d.rl'u;gﬁzklev»e;loﬁmer:t’;,and approv

5

/) process is ’ut'zg:evrtain, time-consuming, and expensive. .

o -Cliniceil, development, including preclinical testing and the process:of obtaining and maintaining regulatory:
approvals ,for;nethherapgeutic;.product_s, i,,svléngt\hy, expensive, and uncertain. It also can. vary substantially based .
on the: type,.complexity, and novelty of the product. We. must provide regulatory authorities with manufacturing,
product.characterization, and preclinical and clinical data demonstrating that our product candidates are safe and-.
effective before they can be-approved. for commercial sale. It may. take us many years to .complete our testing,:,; .-
and failure can occur at:any stage of testing. Interim results of preclinical studies. or clinical trials do not.
necessarily predict their final results; and acceptable results in early studies might not be seen in later studies.
Any preclinical or,clinical test may fail to produce results satisfactory to regulatory authorities for many reasons,
including but not limited to insufficient product characterization, poor study structure conduct or statistical - -;
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analysis planning, failure to enroll a sufficient number of patients or failure:to prospectively identify the most
appropriate patient eligibilitycriteria, and collectability of data. Preclinical and clinical data can be interpreted in
different ways, which could delay, limit, or prevent regulatory approval. Negative or inconclusive results from a
preclinical: study or clinical trial, adverse rned1ca1 events during a clinical trial, or safety issues resultmg from
products of the same class of drug could require a prechmcal study or cl1mcal trial to be repeated orcausea
program to be terrnmated even if othef studies or trials relatlng to the program are successful Asof
December 31; 2010; we have spent approx1mate1y 16 years and $281 9 rmlhon on our research and development
program 1n heat shock prote1ns for cancer o

The t1m1ng and success of a chmcal tr1a1 1s dependent on enrolhng sufﬁment patients in a t1me1y manner,
avoiding serious or significant ‘adverse patient reactions, and demonstrating efﬁcacy of the product candrdate in
order to support a favorable risk versus benefit profile, among other considerations. The timing and success of
our clinical trials, in particular, are also dependent on clinical sites and regulatory authorities accepting each
trial’s protocol stat1stlca1 analys1s plan product charactenzatlon tests and clinical data. In add1tlon regulatory
authontres may request add1t1ona1 1nformat10n or data that 1s not readrly avallable Delays in our ab111ty to
respond to such requests would delay, and fa11ure to adequately address concerns would prevent our
commercialization efforts.

Our existing Oncophage-data- may not support registration or approval in territories outside of Russia, "
including in:the’U:S.‘or Europe. Any additional studies may take years to complete and may fail-to support - . -
regulatory filings for:many reasons. In' October 2008; we submitted a MAA to the EMA, requesting conditional
authorization of Oncophage in earlier-stage, localized kidney cancer. After its review the CHMP of the EMA
adopted a negatlve opinion on this, MAA and subsequently we withdrew our apphcatlon We are currently
evaluatmg our optlons to determme whether and how to proceed with Oncophage in renal cell carcinoma.. If we
continue to pursue a MAA for Oncophage with the EMA there is a high level of uncertamty regardlng the
probab111ty and timing of a favorable outcome. In add1t10n even 1f we contmue this pursuit, Oncophage may not
achieve. approval in Europe Addltlonally, the FDA has indicated that our Phase 3 chmcal tnals of Prophage
Senes R- 100 (Oncophage) and M-200 cannot, by themselves support BLA ﬁhngs 1n the studies’ md1catlons
(renal cell carcinoma and metastatic melanoma). The s1gnals and trends observed i 1n these Phase 3 renal cell
carcinoma and melanoma trials are based on data analysis of subgroups of patients, some of which were not
pre-spec1fied While the subgroup data might be suggestive of treatment effect, under current regulatory. -
gu1dehnes the results cannot be expected alone to support reg1stratlon or approval in the Umted States. ..
Furthermore regulatory authontres mcludmg the FDA and the EMA, may have varying opinions of our product
charactenzatlon prechmcal and clinical trial data for our other product candidates, which could - delay, limit, or
prevent regulatory approval or clearance Delays or drfficultles in obtaining regulatory approvals or: clearances
for our product candrdates may: . 4 :

e adversely affect the marketing of any products we or-our licénsees-or collaborators'develop;
*  impose significant additional costs.on us or:our licensees or collaborators; -. - -
¢~ 'diminish any competrtrve advantages that we or our 11censees or collaborators may attam
e l1rmt our ab111ty to receive royaltles and generate revenue and proﬁts and.
. adversely affect our business prospects and ab111ty to obtain ﬁnancmg
Delays or- fallures in our rece1vmg regulatory approval for our product candldates in-a t1me1y manner may
result in us having to incur additional development expense and subject us-to having to secure additional :

financing. As a result we w111 not be able to commer01al1ze them in the t1meframe antrcrpated and our busmess
will suffer. ©
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New data from our research and development activities and/or resource considerations could modify our -
- strategy and'result in the need to adjust our projections: of timelines and ¢osts 'ofprogmms, e RN

* Because we are focused on novel technologies, .our research and development activities, including our.
nonclinical studies and clinical trials, involve the ongoing.discovery of new, facts and the generation of new data,
based on which we determine next steps for arelevant program. These developments can occur with varying
frequency and constitute the basis on which our business is conducted. We need to make determinations on an
ongoing basis as to which of these facts or data will influence timelines and costs of programs. We may: not,
always be able to make such judgments accurately, which may increase the costs we incur attempting to
commercialize our Jproduct candidates. ‘We monitor the likelihood of success of our initiatives and we may need

to discontinue fundmgof such activities if they do not J[')’rovp,to'bé Qt‘?mnj;crgially‘feasi.blé_;_.dh_c:' to our limited =

resources.

., We may need to Siccessfully address a number of technological challenges in ofdér fo compleis

development of our product égndidﬁiés.i’MQtédeféj:;tﬁésé,p'ro__clup,t candidates, may not be effective in treating any
disease or may prove to have undesirable or unintended side effects, toxicities, or other characteristics that may

preclude our obtaining regulatory approvals or preveiit or limit commercial use.

Failure-to enter into significant licensing,; distribution and/or collaboration, agreements may:hinder our
efforts.to develop and commercialize our product candidates and will increase.ourrieed to rely on other
financing mechanisms, such as sales of debt or.equity securities; to fund our.operations.. : .-.: - ..

"We'have been engaged in efforts io-enter into licensing, distribution"and/or collaborative agreements with
one or, more pharmaceutical or biotechnology companies to assist us with development and/or commercialization

of our ‘product candidates. If we are successful in entering into such agreements, we may not be ablé to negotiate
agreemenits with economic termis similar to those negotiated by other companies. We may not, for example,
obtain significarit upfront payments or substantial royalty rates. If we fail to enter into any such agreements, out
efforts’to develop ‘and/or comherdialize our pff)duc't's"'d}rf‘produét"c;indidatcs may be underinined. In addition, if
we do riot raise funds through any ‘siich agrecmehts, we will need to rely on other findncing mechanisms, such as
sales of debt :br"eqUity“séi:uﬁtiésf;'tQ fund our operations. TR e R e T T

a substantial agreement rélating to the potential development or commercialization of Oncophage or any of e
other Prophage Series vactines: Due'td thé anniouncements iri March 2006 that part I of our Phase 3 trial in renal
cell carcinoma did not achieve its pritary endpointin the intent to treat population, and in November 2009 thiat -
the CHMP adopted ‘a negative opinion oh dur MAA, and becatise companies thay be skeptical fegarding the * -
potential success of a patient-specific product candidate, many companies may be unwilling'to commit toan
agreement prior to receipt of additional clinical data, if at all. LT

Whilé we have been pursuing these business development efforts for several years, w’é?have"i'ioi?éﬁfércd,_i_ntp

In addition, we would consider license and/or ¢o-developmeiit opportunities to advance HerpV. This
product is at an early stage.and collaborative partners or licensees may.defer discussions.until results from early
clinical trials become available, or they may not engage in such discils_sions at all. Further clinical development
of HerpV will require a partner to support its-advancement. = =~ - hon oo

Because we rely on collaborators and licensees Jor the development and commercialization of some of our

product candidate programs, these programs ridy not prove successful, and/or we may not receive

significant payments from suck parties. = - e T e g e

' Part of our strategy is to develop and commercialize some of our product candidates by continuing our o

existing arrangements with academic and corporate collaborators and licensees and by entering into new
collaborations. Our success depends on our ability to negotiate such agreements and on the success of the other
parties in performing research, preclinical and clinical testing, completing regulatory applications, and
commercializing product candidates. For example, the development of Prophage G Series is currently dependent
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in large part on the efforts of our 1nst1tut10na1 collaborators such as the Bram Tumor Research Center at the
University of California, San Francrsco which is conductmg Phase 2 chmcal trials of Prophage Series G-100 and
G-200 for the treatment of -glioma: In addition, substantially all product candidates containing QS-21 depend on
the success of our:collaborative partners or licensees; and the Company’s relationships with these third parties.
Such product candidates deperid on the successful and adequate manufacture and/or supply of QS-21; and:our
collaborators and licensees successfully enrolling patients and completing clinical trials, being committed to
dedicating the resources to advance these product candrdates obtalmng regulatory approvals, and‘successfully
commercrahzmg product candrdates . : : »
These development activitieStmay fail to.produce:marketable products due to unsuccessful results or =% - =
abandonment of these programs; failure to enter-into future collaborations or license agreements, or the inability -
tormanufacture product supply. requirements for our collaborators and licensees. For example, an undisclosed’
infectious disease Phase 3 program has been: discontinued by.one-of ourcollaborators, and in August-2006;::: =::
Pharmexa A/S announced a decision to cease dosing patients in their Phase 2 clinical trial.of their HER-2 Protein
AutoVac™ breast cancer vaccine containing our QS-21 adjuvant, after it was determined that the trial was
unhkely to.meet 1ts pnmary endpornt Several of our- agreements also requrre us to transfer 1mportant nghts and

we will not control the nature; ‘timing, or cost-of br1ng1ng these product candldates to’ market Our collaborators
and licensees could choose not to devote resources to these arrangements or, undér certain circumstances, may
terminate these atrangements early. They may cease pursuing product candidates of ‘eléct to collaboraté with -
different companies. In addition, these collaborators and licensees; outside of théir arrangements with usymay :
develop technologies or products that are competitive with those:that we are déveloping; From time to time; wé -
may-also become involved in disputes with' our collaborators or licensees. Stich disputes could tesult in the -
incurrence of significant expense, or the termination: of collaborations. We may be unable to fulfill all of our* -
obligations to our collaborators, which may result in the termination of collaborations. As a result of these
factors, our strateg1c=collaboratlons may ot yreld revenue. Furthermore we indy be unable to-enter into new
collaborations or enter into hew' collaborations on favorable: terms: Failure to génerate significant fevenue from ,
collaborations would increase our-need to-fiund our operat10ns through sales of debt or equ1ty securmes and .
would negatlvely affect our busmess prospects SRR e R : :

If we are unable to punf_‘v heat shock protems we may have dzfﬁculty successfully zmtzatmg or completmg . ‘.
our clinical trials, and, even if we do successfully complete our clinical trials, generating slzable market,
potential.

Depending on the type and stage of cancer and. the. patient population, our ability to successfully develop-and
commercialize the Prophage Senes vaccines for a partlcular cancer depends in part.on our ability to purify heat
shock proteins from that type of cancer. If we experience dlfﬁcultres in purifying heat shock proteins fora
sufficiently large’ number of patients in our clinical trials, we may face delays in enrolling sufficient patlents and
subsequently utilize more internal resources t6 satisfy enrolment requiremerits. Manufactunng failures may’ ‘also’
lower the probability of a successful analysis of the data from clinical trials and, ultimately, the ability to obtain
regulatory approvals We have successfully manufactured product across many different cancer types, however, the
success Tate per indication has vaned We have evolved our manufactunng processes to better accommodate a wider
range of tumor types. Our current manufactunng technolog1es have been successful in manufacturmg product from
approxrmately 92% of the RCC tumors received and approxrmately 90% of the tumors received for patlents .
enrolled in our ongomg clinical trials in ghoma We expect to contlnue to, devote resources to allow fora better '
evaluatlon of tumor characterrstlcs and screemng methods inan attempt to 1ncrease manufacturmg success rates

We may encounter problems with other types of cancer or patients, such as pédiatric patients, as vve"exparid'
our research If we cannot overcome these problems the number of cancer types that our heat shock protem

candldates we may not be ablet to rephcate past manufactunng success rates and we may face clalms from
patients for' whom 'we are unable to prodice a vaccine.

23



If we fail to sustain and Jfurther build our intellectual property rights, competitors will be able to take
. advantage of our research and development efforts to develop competing products.. . E

. If we are not-able to protect our proprietary technology, trade secrets, and know-how, our competitors may. -
use our inventions to-develop competing products. We currently have exclusive: rights to 73 issued United States:
patents and 117 issued foreign-patents. We. also have exclusive rights to 4 pending United States patent .
applications and 29 pending foreign patent:applications. However, our patents may not protect us-against our
competitors. Our patent positions, and those of other pharmaceutical and ‘biotechnology companies, are generally
uncertain and involve complex legal, scientific, and factual questions. The standards which the United States - -
Patent and Trademark Office uses to grant patents, and the standards which courts use to interpret patents, are not _
always applied predictably. or-uniformly. and can change, particularly as new technologies develop. - - .
Consequently, the level of protection, if any, that will be provided by, our patents if we attempt to enforce them,:
and they are.challenged, is:uncertain. In addition; the type.and extent of patent claims that will be:issued to us in
the future'is uncertain.. Any patents that are issued may not contain claims that permit us to'stop competitors from
using similar technology. . - .. - -~ .7~ - e S SR :

.Furthermore, the product development timeline for biotechnology products is lengthy and it is possible that.
our.issued patents covering our product candidates in the United States and other jurisdictions may:expire.prior
to commercial launch. In addition; because our patent on QS-21. composition of matter has already expired in
virtually all territeries, we are limited to protecting certain.combinations of QS-21 with other adjuvants-or _
formulations of QS-21 with other agents, #©.8., excipients that improve performance of:the compound. However, .
there is no guarantee that a third party would. necessarily choose to-use,QS-21 in combination with such .
adjuvants or formulate it with the excipients covered by our patents;, We are aware of at least one other party. that
makes a synthetic-version of QS-21; claimed by such party to be equivalent in activity to natural QS-21, and has
also developed derivatives of QS-21 which have shown-biological activity. . R : s R

In addition to our patented technology, we also rely on unpatented technology, .trade secrets, and . . . .
confidential information. We may not be-able: to.effectively. protect ourirights to.this technology or information.. -
Other parties may independently. develop substantially equivalent information and techniques or otherwise gain..
access to or disclose our technology. We generally require each of our employees, consultants, collaborators, and
certain contractors to execute a confidentiality agreement at the commencement of an employment, consulting,
collaborative, or contractual relationship with us. However, these agreements may not provide effective
protection of our technology or information; or in thé event of unauthorized use or disclosure, théy may ot

provide adequate remedies.

We may incur substantial costs as a result of litigation or-othér proceedings relating to patent and other

intellectual'property rights, and we may be unable to protect our rights in, or to-use, our technology. '
There h_h;sb beer;: s_qt?sténtial litigatién and other érdccéd{ings regarding "pa‘tent and other intéliéétual ppop‘er,ty
rights in the pharmaceutical and biotechnology industries. We may become a party to patent litigation or other .

proceedingsfega:di_ng jhtellcctual propgrty rights.

* If we choose to go to court to stop someone else from using the inventions claimed in our patents, that
individual or company has the right to ask a court to rule that our patents are invalid and should not be enforced
against that third party. These lawsuits are ex’pens‘live‘andf'\iyguld:cod_s'ume time and other resources even if we
were successful in stopping the infringement of our patents. In addition, there is a risk that the court will decide
that our patents are not valid and that we do not have the right to stop the other party from using the claimed. .
inventions. There is also the risk that, even if the validity of our patents is upheld, the court will refuse to stop the
other party on the grounds that such other party’s activities do not infringe our patents,

‘ vW_'e' may niot have fights under some patqnt‘s}vor‘.patvent applications réiated to some of our ex13t1ngand _
proposed products or processes. Third parties may own or control these patents and patent applications in the
United States and abroad. Therefore, in some cases, such as those described below, in order to develop, use,
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manufacture, sell, or import some.of our existing or proposed products, .or-develop or-use some of our:existing or
proposed processes, we.or our collaborators may choose to seek, or be required to.seek, licenses under thn'd-party
patents issued in the United States and abroad, or-those that might issue from United States and foreign patent. .
applications. In such an event, we likely would be required to pay license fees or royalties or both to the hcensor
If licenses are not available to us on acceptable terms we or our collaborators may not be able to explort these
products or processes : o e = : ‘
Furthermore a third party may clarm that we are us1ng mventlons covered by such th1rd party s patents or
other intellectual property rights and may go to court to stop us from engagmg 1n our normal operatlons and
activities. These lawsuits are expensive. 'Some of our competltors may be able to' sustain- the ¢ost of such **
11t1gat10n or proceedmgs more effectrvely than we can because of- therr substantlally greater financial resources.”
There is a risk that'a-court would decide that we are 1nfr1ng1ng the th1rd—party s patents and would order Us'to *
stop the activities covered by the patents. In addition, there is 4 risk that‘a court will order us to pay the other
party substantial damages for having violated the other party’s patents. The biotéchnology industry has prodiiced
a proliferation of patents, and it is not always clear to industry participants, including us, which patents cover
various types of products. The coverage‘of pateritsis subjéct to interpretdtion by the‘courts; and the 1nterpretatlon
is not always uniform. Moreover, patent holders sometimes send communications to a number of companies'ifi-
related fields suggesting possible infringement, and we, like a number of biotechnology companies, have. . -
received such communications in the past.and may receive others in the future. If we are sued for patent @ ;-
infringement, we would need to demonstrate that our products either do-not infringe the patent claims of the::. .-
relevant patent and/or that the patent claims are invalid, which we may:not be able to do. . Proving invalidity,.in;.
particular, is difficult, since it requires a showing of clear and convmcmg evidence to overcome the presumpﬂon
of vahdrty -enjoyed by issued patents S een T e me L

4

If patent 11t1gat10n or r other. proceedmg is resolved agalnst us We Or our. hcensees or collaborators may be
enjoined from using, manufactunng, selling, or importing our products Or processes w1thout a hcense from the .
other party, and we.may be held liable for. s1gn1ﬁcant damages -We. may not be able to.obtain any reqmred
licenses on commercially acceptable terms:or at all. S

Uncertamtles resultmg from the 1n1t1at1on and contmuatlon of patent ht1gatlon or other proceedmgs could
have a material adverse effect on our ab1]1ty to enter into collaboratlons with other entities, obtain ﬁnancmg, or..
compete in the marketplace Patent lmgatlon and other proceedmgs may also absorb s1gmﬁcant management
time and other resources.

- If we fail to.comply with our: obllgatwns in our mtellectual property lwenses wrth thtrd pames, we couid
lose license rights that are important to our business. - ‘ S e

We are a party to various license agreements under which we receive the right to practice and use important
third-party-patent rights and we-may enter into'additional licenses in the future. Our existing licenses imposé; and
we expect future licenses will impose, various diligence, milestone payment, royalty, insurance, and other i r; - -
obligations on us. If we fail to comply with these obligations, the licensor may have the right to terminate the
license, in which event-we might not be able to market any product that is covered by the licensed patents. * - .-

If we fail to retain.the services of,.and/or maintain positive relations with, key individuals and our
employees, we may not.be able to achieve our strategic and operational. obJectwes :

Garo H. Arinen, Ph.D., the Chairman of our Board of Directors and our Chief Executive Officer, co-founded
the Company in 1994 with Pramod K. Stivastava, Ph.D., and has been‘and ¢ontifues to be integral to bulldmg
our company and developing our technology. If Dr. Armen severéd his relationship with Agenus our business -
may be adversely impacted. T T L v g

Effective December 1, 2005, we entered into an employment agreement with Dr. Armen. Subject to the
earlier termination as provided in the agreement, the agreement had an original term of one year and is-
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automatically-extended thereafter: for successivé terms of one year each, unless-either patty provides notice to the
other at least ninety days prior to the expiration of the original or any extension term. Dr: ‘Armenplaysan'-

important role in our day-to-day activities. We do not carry key employee irisuirance policies'for Dr. Armen or - -
anyother employee. .ot o et LT T T R

Dr. Srivastava curfently has a consultihg agreement with us pursuant to which he is retained to provide, ..
advice and services to Agenus from time to time. This agreement has an initial term ending March 31, 2011.

Ve also rely. reatly on engaging and retaining othr highly trained and experienced senior management and
scientific and eperations personnel and consultants. The competition for these.and other qualified personnel in
the biotechnology field is. intense. In order to reduce our expenses, we have eliminated certain employee benefits;:

restructured our business, and redued staffing levels. This restructuring has eliminated any redundancy in skills
and capabilities in key areas. If we are not able to aftract and retain qualified personnel; we may not be able to

achieye our strategic and operational objectives.

 Wemay face litigation that could result in substantial damages and may divert management’s time and.
attention from our. business. Yt e ey ST

Agenus, our'Chairman and Chief Executive Officer, Garo'H. Armen, Ph.D., and'two investinent banking -
firms that setved as underwriters in our initial public offering were named as defendants in ‘a féderal ¢ivil class' -
action lawsuit in the United States District Court for thé Southern District of New York. Substantially ‘similar
actions were filed coricernifig the initial public offerings for imiore than 300 different issuers, and the casés were

coordinated for pre-tiial purposes-as In re Initial Public Offering Securities Litigation; 21 MC 92. The suit alleges
that the brokerage arms of the investment banking firms charged secret excessive commissions to'certain of their
customers in return for allocations of our stock in the offering. The suit also alleges that shares of our stock were
allocated to certain of the investniént banking firms’ customers based upon'agieements by $tch customers to _
purchase additional sharés of our stockin the secondary market. 'The parties have reached a global settlemént of
the litigation. ‘Under the séttlément, the insurérs will’pay the full amount'of settlement share allocatéd to the-
defendants, and the defendants will bear no financial liability. Agenus ‘anid the Gther defendants Wil recéive
complete dismissals from the case. In October 2009, the Court entered an order granting final approval of the
settlernent, and subséquently judgment was entered, Various objectors have filed appeals. If for any reason the
settlement does not become effective, We believe'we have meritorious defenses to the claims and intend to
defend the action vigorously. We are unablé‘to predict the likelihood of an unfavorable outcome ‘or estimate our
potential liability, if any. e o
In.addition, we may currently.be, or:may become inyolved in additional litigation.- Any such litigation could

R

be expensive in terms of out-of-pocket costs and management time, and the.outcome of\any suchlitigation is
uncertain. ) _ _
S A A L T T IR S

may not be sufficient to:icover us for future claims. - =~ -

PN . e

- Ourdirectors-and officers insurance’policies provide:$30.0 million of coverage. This insurance coverage
Product liability-and other claims against'is may reduce deviand for our products andlor resiilt in
substantial damages.

We face an inhérent risk of product liability ¥xposure relatéd to testing otir product ‘candidates in human
clinical trials and commercial sales of Oncophage in Russia, and may face even greater risks'if we sell
Oncophage in other territories and/or sell our other product candidates commercially. An individual may-bring a

product liability claim against us if Oncophage or one of our product candidates causes, or merely appears to - - -
have caused, an injury. Product liability claims:may result in: : : .

*  decreased demand for Oncophage or our product candidates;
* ... regulatory investigations;

*  injury to our reputation; i . i L : PRI IR RRERN R S
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» . withdrawal of clinical trial volunteers
o ) costs of related lmgatlon and

¢  substantial monetary awards to plamtrffs oo

-We manufacture:the Prophage Series vaccines from a patient’s cancer cells, and medical professionals must
inject the vaccines into the'same patient from which they were manufactured: A patient may sue us if a hospital, -
a shipping company, or we fail to deliver the removed cancer tissue or that patient’s Prophage Series vaccine. We
anticipate that the logistics of shipping will become more complex if the number of patients we treat increases
and that shipments of tumor and/or Prophage Series vaccines may be lost, delayed, or damaged. Additionally,
complexities unique to the logistics of commercial products may delay shlpments and limit our ability to move
commercial product in an éfficient manner without incident. To date, we have obtained transportation insurance
coverage for commercial Oncophage being shipped to Russia. We do not have any other insurance that covers
loss of or damage to the Prophage Series vaccines or tumor material, and wé:do not know whether such insurance
will be-available to us at a reasonable price or at all. We have limited product liability coverage for use of our. -
product candidates. Our product liability policy provides $10.0 million aggregate coverage and $10.0 million per-
occurrence coverage. This limited insurance coverage may be insufﬁcient to fully cover us for future claims.

If we do not comply with envmmmental laws and regulattons, we may mcur stgmﬁcant costs and potentlal
dtsruptwn to our busmess ‘ ~

We use hazardous, mfectrous and radloacuve matenals, and recombmant DNA in our, operatlons whlch
have the potential of bemg harmful to human health and safety or the environment. We store these hazardous
(flammable, corrosive, toxic), infectious, and radioactive materials, and various wastes resulting from-their use,
at our facilities pending use and ultimate disposal. We are subject to.a variety. of federal, state, and local laws and
regulations governing use, generation, storage, handling, and disposal of these materials.:We may incur .
significant costs complying with both current and future environmental health:and safety laws and regulations. In
particular, we are subject to regulation by the Occupational Safety and Health Administration, the Environmental
Protection Agency, the Drug Enforcement Agency, the Department of Transportation, the Centers for Disease
Control and Prevention, the National Institutes of Health, the International Air Transportation Association, and
various state and local agencies. At any time, one or more of the aforementioned agencies could adopt "~
regulations that may affect our operations. We are also subject to regulation under the Toxic Substances Control
Act and the.Resource Conservation Development programs. :

Although we believe that our current procedures and programs for handling, storage, and disposal of these -
materials.comply. with, federal, state, and local laws and regulations, we cannot eliminate the risk of accxdents
mvolvmg contamination from these. materials. Although we have limited pollutlon liability coverage ($2.0 ,
million) and a workers compensation liability policy, we could be held liable for resulting damages in the event
of an accident or acc1denta1 release, and such damages could be substantjally:in excess of any available insurance
coverage and could substantlally dlsrupt our business. . o

Risks Related to our Common Stock .
‘The unafﬁllated holders of certam converttble secuntzes have the nght to convert such secuntles mto a ’
substantlal percentage of our outstamlmg common. stock :

- According to publicly filed documents, Mr. Brad M. Kelley beneﬁcmlly owns 5 546 240 shares of our:
outstanding common stock and 31,620 shares of our series A convertible preferred stock. The shares of preferred
stock are currently convertible at any time into.2,000,000-shares of common stock at an initial conversion: price
of $15.81, are non-voting, and carry a 2.5% annual dividend yield. If Mr. Kelley had converted all of the shares™:
of preferred stock on December 31, 2010, he would have held approximately 7% of our outstanding common
stock. We currently have a right of first refusal agreement with Mr. Kelley that provides us with limited nghts to
purchase certain of Mr. Kelley’s shares if he proposes to sell them to a third party.
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Mr. Kelley’s substantial ownership position provides him with the ability to substantially influence the
outcome of matters submitted to our stockholders for approval. Furthermore, collectively, Mr. Kelley and Garo
Armen, our CEO, control approximately 11% of our outstanding common stock as of December 31,2010,
providing ability, if they vote in the same manner, to determine the outcome;of matters submitted to a -
stockholder vote. If Mr. Kelley were to convert all of his preferred stock into common stock, the combined total
would increase to 12%. Additional purchases of our common stock by Mr. ‘Kelley:also would incréase both'his
percentage of outstanding voting rights'and the percentage combined with our CEQ. While Mr. ‘Kelley's shares "
of preferred stock-do not cairy voting righits, the shares. of common stock issuable upon conversion cairy:the: : - -
same voting rights-as other shares of common stock. = - R TP H R A
Our stock may belde,l_i.s"t{é'd_ﬁ'ghi\‘_thlé: Nasdag Capital Market, which could affect its market priceand

Our common:stock is curtently: listed-on the Nasdaq Capital Market under the: symbol “AGEN.” In the event
that we fail to satisfy any of the listing requirements, our common stock may:be put undei-review or removed :
from the listing on the Nasdaq Capital Market, = - <© ¢ . . oaowoe s T SESNGRNE

On March 3, 2011, we were notified by the Listing Qualifications Staff of Nasdaq (the “Staff”) indicating
that we are not in compliance with the Nasdaq Marketplace Rule 5550(a)(2) (the “Bid.Price Requirement”). - .
because the bid price for our common stock had closed below the minimum $1.00 per share requirement for 30
consecutive business days. In accordance with Nasdaq Marketplace Rule 5810(c)(3)(A), we have been provided
180 calendar days, of-until August 30; 2011; to‘regain compliance with thie Bid Pricé Requirement. '

If compliance is not:demonstrated withiin thé applicable compliance period, the Staff will notify us that our "’
securities will be delisted from:the'Nasdaq Capital Market. However, we may appeal thé Staff’s deteriination to-
delist our securities to a Hearings Panel. During any appeal process; shares of our common stock would continue
to trade on the Nasdaq Capital Makét. There can be 1o assurance that we will meet the requirements for
continued listing on the Nasdaq Capital Matket or whethér-any appeal would be granted by the Hearings Panel.

Provisions in our organizational documents could prevent or frustrate attempts by, stockholders to replace
our current management. . . . " Lt e
Our certificate of incorporation and bylaws contain provisions that could thake it more difficult for a thitd *
party to acquire us without the consent of our Board of Directors. Our certificate of incorporation provides for a
staggered board and removal of difectors only for catse. Accordingly, stockholders may elect only a-minority of
our Board at any annual meeting, which may have the effect of delaying or préventing changes in management. '
In addition, under our ceftificite of incorporation, our Board of Directors may issue additional sharesof preferred
stock and determine the terms of those shares of'stock without any further action by our stockholders. Our~ *
issuance of additional preferred stock could make it moré difficult for a ‘third party to atdire a majority of our
outstanding voting stock and thereby effect a change in the composition of our'Board of Directors. Our cértificate
of incorporation also provides that our stockholders may not take action by written consent. Our bylaws require
advance notice of stockholder proposals and director nominations and permit only our President or 2 majority:of
the Board of Directors to call a special stockholder meeting. These provisions may have the effect of preventing

or hindering attempts by our stockholders to replace ‘our current management, In addition, Delaware law
prohibits a corporation from engaging in a business combination with any holder of 15% or ot of its'capital
stock until the holder has held the:stock for three years-unless, among other possibilities, the board-of directors
approves the transaction. Our Board of. Directors may use:this provision to prevent.changes in our. management. -
Also; under applicable Delaware law, our Board of Directors: may adopt-additional anti-takeover measures;in the

TRy Pk B
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Our stock has hlstoncally ‘had low tradmg volume; and its publtc tradzng pnce Has been volattle R

‘ Between our; 1mt1a1 pubhc offerrng on February 4, 2000 and December 31 2010 and for the year ended
December 31, 2010 the closing price of our comimon stock has fluctuated between $0 30 and $52 63 per share
and $0.60 and $1.38 per share, respectively. The average daily trading volume for the year ended December 31,
2010 was approximately 1,103,000 shares. The market may experience significant price and volume. fluctuations
that are often unrelated, 10 the operating performance of individual companies. In addition to general market
volatility, many factors may have a significant adverse effect on the market price of .our stock, 1nc1ud1ng

e -'cont1nu1ng operatmg losses which we expect over the next severa] years as we contmue our R
'development act1v1t1es T oo

IR announcements of. dec1srons made by pubhcxofﬁcrals e R Ve VL TR US P
Sl results of our prechmcal studies and chmcal tnals ( ' N ,
o announcements of new collaboratlon agreements with strateglc pa.rtners or developments by our. . :. :
existing collaborative partners;

¢ announcements of technological innovations, new commercial products, failirés of products, or =
progress toward commercialjzation by our competitors-or peers;:: -

* + - developrients concerning ‘proprietary rights, icluding patent and 11t1gat10n matters,

¢ publicity regarding actual or potential results with respect to product candidates under development
and

* . quarterly fluctuations in our financial results. -. .

The sale of a significant number of shares could cause the marketﬁﬁce ‘of our stock to decline.

. The sale by us or the resale by stockholders of a significant mimber of shares of:our common stock could
cause the market price of our common stock to-decline. As of December:31; 2010; we had dpproximately
111,625,000 shares of common stock outstanding. All of these shares are eligible for sale on the Nasdaq Capital -
Market, although certain of the shares are subject to sales volume and other limitations. We have filed
registration statements to permit the sale of approximately 25,437,000 shares’ of common stock under our equlty
incentive plan and certain equity plans that we assumed in our acquisitions of Aqulla Biopharmaceuticals, Inc.
and Aronex Pharmaceuticals, Inc. We have also filed registration statements to permit the sale of 1,000,000
shares of common stock under our employee stock purchase plan, to perrmt the sale of 450 000 shares of
common stock’ pursuant t6 various pnvate placement agreements As of December 31 2010 an aggregate of
39.3 million shares remain available for sale under these reg1strat1on statements. The market price of our’
common stock may decrease based on the expectation of such sales.

As:of December 31, 2010, options.to purchase 7,272,850 shares of our coriimon stock with-a weighted -
average. exercise price per share of $2:24 were outstanding. Many of these options dre subject to vesting that -
generally occurs over.a. period of up to four years followmg the date of grant As: of December 31, 2010 we have
513,449 nonvested shares outstandmg ~ : oy ' :

Because we are a small pubhc company we beheve we have beeri dzsproportzonately negaavely lmpacted by
“the Sarbanes-Oxley Act of 2002 and related regulatzons which. have mcreased our costs m the past and have
requtred addmonal management resources

The:Sarbanes-Oxley ‘Act of 2002 and rules adopted by the SEC and the: Nasdaq have resulted in s1gmﬁcant
costs to us.In particular, our efforts to comply: with Section 404 of the Sarbanes-Oxley Act of 2002 and related
regulations regarding the required assessment of our internal control over financial reporting, and our -
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independent registered public-accounting firm’s audit of internal control over:financial reporting, have required
commitments of significant management time. We expect these cpmmitment_s to continue. Additionally, these
laws and regulations could make it more difficult for us to attract and retain qualified members for our Board of
Directors, particularly independent directors, or qualified executive officers. " ' S

* " Our internal ‘control over finan¢ial reporting (as defined in Rules 13a-15-of the Securities Exchange Act) is a
process-designed to provide reasonable assurance regarding the reliability of financial reporting and the ‘
preparation of our consolidated financial statements for external purposes in accordance ‘with U:S. generally = -

_accepted accounting principles. Because of its inherent limitations, internal control over financial reporting may
not prevent or detect all deficiencies or weaknesses in our financial reporting. While our management has
concluded that there were no material weaknesses in our internal control over financial reporting as of

- December 31, 2010, our procedures are subject to the risk that our controls may become inadequate because of
_ changes in conditions or as a result of a deterioration in compliance with such procedures. No assurance is given

that our procedures and processes for detecting weaknesses in our internal control over financial reporting will be
effective. i e SR SRR f o R :

Item 1B. Unresolved Staff Comments

We have received no written commehts from the staff of the SEC regarding our periodic or current reports
that (1) we believe are material, (2) were issued not less than 180 days before the end of our, 2010 fiscal year, and
(3) remain unresolved. R ‘ . '

Item 2.  Properties
We maintain our corporate offices in Lexington, Massachusetts, in a 162,000 square foot facility under a

lease agreement that terminates in August 2013. We have an option to renew this lease for two additional
ten-year period§. We have sublet :a‘p(/n;tion of this facility. )

In addition, we leased approximately 40,(_)00_square feet of laboratory, office, and manufa'cturing-space in
Framingham, Massachusetts under a lease agreement that terminated in September 2010. We had sublet this
entire facility. e . : o : . S

. .We also lease ?pprok\ixﬁétély 5{_,400vsqu‘are' feet in é.n‘oflﬁce building in: New York, New York. 0ur New '

York lease terminates in April 2012.

We;belieVe,s:ubsta:mt”ially all of our property and eqlﬁpment is in good :condition and that Wé have SUfﬁéient
capacity to meet our current operational needs. We do not anticipate experiencing significant difficulty in
retaining occupancy of any of our manufacturing or office facilities and will do so through lease renewals prior to

expiration or through replacing them with equivalent facilities.

Item 3.  Legal Proceedings .

Agenus, our Chairman and €EQ, Garo H. Armen, Ph.D., and two investment banking firms that served as
underwriters in our initial public offering were named as defendants in a federal civil class action lawsuit in the -
United States District Court forthe Southern District of New York. Substantially similar actions were filed
concerning the initial public offerings for more than 300 different issuers, and the cases were coordinated for -
pre-trial purposes as In re Initial Public Offering Securities Litigation, 21 MC 92. The suit alleges that the
brokerage arms of the investment banking firms charged secret excessive commissions to certain of their -
customers in return for allocations of our stock in the offering. The suit also alleges that shares of our stock were
allocated to certain of the investment banking firms’ customers based upon agreements by such customers to
purchase additional shares of our stock in the secondary market. The parties have reached a global settlement of
the litigation. Under the settlement, the insurers will pay the full amount of settlement share allocated to the
defendants, and the defendants will bear no financial liability. Agenus and the other defendants will receive -
complete dismissals from the case. In:October 2009, the Court entered an.order granting final approval of the
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settlement, and-subsequently judgment was entered. Various objectors have filed appeals. If.for any reason the
settlement does not become effective, we believe: we have meritorious defenses to the claims and intend to::
defend the action vigorously. We are unable to predict the likelihood of an unfavorable outcome or. estlmate our ;
potentlalhablhty, 1fany R T R S S S B AV U R : R

We‘ may currently be a party, or may'become aparty, to other legal proceedings, claims and investigations
that arise in the ordinary course of business such as, but not limited to, patent, employment, commeréial and* -
environmental matters, as well. While we currently believe that the ultimate outcome of any of these proceedings
will not have a material adverse effect on our financial position, results of operations, or liquidity, litigation is
subject to inherent uncertainty. Furthermore, litigation consumes both cash and management attention.

Item 4. (Removed and Reserved)
Executive Officers of the Registrant

Set forth below is certain information regarding our current and certain former executive officers, including
their age, as of March 1, 2011:

Name ﬁ %

Garo H. Armen, Ph.D. .... 58 Chairman of the Board and Chief Executive Officer
Shalini Sharp ............. 36 Vice President and Chief Financial Officer

Christine M. Klaskin ....... 45 Vice President, Finance and Principal Accounting Officer
Karen H. Valentine ........ 39 Vice President and General Counsel

Kerry A. Wentworth ....... 38 Vice President, Clinical, Regulatory & Quality

Garo H. Armen, PhD—Dr. Armen is Chairman and Chief Executive Officer of Agenus Inc., the
biotechnology company he co-founded with Pramod Srivastava in 1994. From mid-2002 through 2004, he was
Chairman of the Board of Directors for the biopharmaceutical company Elan Corporation, plc. Dr. Armen is also
the founder and President of the Children of Armenia Fund, a charitable organization established in 2000 that is
dedicated to the positive development of the children and youth of Armenia.

Shalini Sharp—Ms. Sharp is Chief Financial Officer of Agenus Inc. Prior to joining Agenus Inc. in 2003,
Ms. Sharp was director of strategic planning at Elan Corporation, plc., where she served as chief of staff to the
chairman of the board during the restructuring process and drove to completion a number of strategic corporate
and financial transactions. Ms. Sharp was previously a management consultant at McKinsey & Company,
specializing in pharmaceuticals and medical devices. Ms. Sharp received her BA and MBA from Harvard
University.

Christine M. Klaskin—Christine M. Klaskin is Vice President, Finance and Principal Accounting Officer.
Since joining Agenus Inc. in 1996 as finance manager, Ms. Klaskin has held various positions within the finance
department and has been involved in all equity and debt offerings of the Company including its IPO. Prior to
joining Agenus, Ms. Klaskin was employed by Arthur Andersen as an audit manager. Ms. Klaskin received her
Bachelor of Accountancy from The George Washington University.

Karen H. Valentine—Karen Higgins Valentine is Vice President and General Counsel and also serves as
Secretary and Chief Compliance Officer of the Company. Prior to joining Agenus Inc. in 2004, Ms. Valentine
was an associate in the biotechnology practice of Palmer & Dodge LLP (now Edwards, Angell, Palmer & Dodge
LLP). While at the law firm, she provided corporate law services to a broad range of both public and private
corporations, and developed an expertise in the areas of licensing and strategic collaborations. Ms. Valentine
graduated cum laude with a bachelor’s degree in neuroscience from Colgate University, and received her law
degree, magna cum laude, from Boston University School of Law.
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“Kerry A. Wentworth—XKerry Wentworth is Vice President, Clinical, Regulatory & Quality. Before j Jjoining
Agenus Inc. ih 2005, Ms: Wentworth served as senior diréctor*of régulatory affairs at Genelabs Technologies,
where she was responsible for the business’ regulatory and quality furié¢tions. There she focused on the late: -stage
clinical development and subsequent US and European commercial application filings for the company’s lead
product Prestara™. Prior to Genelabs, Ms. Wentworth held various positions in regulatory affairs at Shaman
Pharmaceuticals and at Genzyme Corporation. Ms. Wentworth received-a BS in pre- vetermary medlcme from the
Uruvers1ty of New Hampshue o R -

“'Xl-" .
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Item 5. Market for Regtstrant’s Common Equzty, Related Stockholder Matters and Issuer Purchases of
Equity Securities
Our common stock is currently 11sted on The Nasdaq Capital Market under the symbol “AGEN ?

The following table sets forth, for the perlods 1nd1cated the hrgh and low sale pnces per share of our
common stock.

o

High Low

2009 _ L , '

First Quarter ................ A L .0 80.60  $0.19

Second Quarter ........ M e e © 334 043

Third Quarter ............. et e e et . 3.11 1.46

Fourth Quarter . . . . . .. e PR RO S S0 224 7063

2010 .

First Quarter ..... R e e P . 1.20 . .0.60

S€cOnd QUAITET ... ..ttt ettt et et et et e e 172 0.70

Third Quarter .. .........o.vuirinrirenennnnnnns e e .12 073
‘FourthQuarter .....................ciiinun. B 1.12. :0.87

As of March 1, 2011, there were approximately 1,900 holders of record and approx1mately 25 000 beneﬁc1al
holders of our common stock.

We have never paid cash dividends on our common stock, and we do not anticipate paying any cash
dividends in the foreseeable future. We currently intend to retain future earmngs if any, for the future operation
and expansion of our business. Any future payment of dividends 6n our common stock will be-at the discretion of
our Board of Directors and will depend upon, among other things, our earnings, financial condition, capital
requrrements level of 1ndebtedness ‘and’other factors that our Board of Directors deems relevant.

Stock Performance

The following graph shows the cumulative total stockholder return on our common stock over the period
from December 31, 2005 to December 31, 2010, as compared with that'of the'Nasdaq Stock Market-(U.S. *
Companies) Index and the Nasdaq Biotechnology Index, based on an initial investment of $100 in each on - .
December 31 2005, Total stockholder return is measured by d1V1d1ng share price change plus dmdends if any,
for-each penod by the share pnce at the begmmng of the respective penod and, assumes re1nvestment of it -
dividends. , S ' CL

This stock perforimarice: vgraph shall not be deemed “filed” with the SEC or: sub_]ect to Section'18 6f the -

Securities Exchange Act, nor shall it be déemed incorporated by reference 1n any of our ﬁhngs under the -
Securrtres Act of 1933 as amended (the “Securltles Act”) o
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COMPARISON OF CUMULATIVE TOTAL RETURN OF AGENUS INC.,
NASDAQ STOCK MARKET (U.S. COMPANIES) INDEX
AND NASDAQ BIOTECHNOLOGY INDEX

160.00
|| ——Agenusinc.. . ... .
140.00 -1 —8—NASDAQ Stock Market (U.S. Companies) Index
© || =a—=NASDAQ Biotechnology Index "~ * ol i
120.00
100.00
80.00
60.00
40.00
'~ 20.00 -
- 12/31/2005 .=J2/31/2006 -12/31/2007  12/31/2008 12/31/2009 - 12/31/2010
o o ) 12312005 12/31/2006 12/31/2007 12/31/2008 12/31/2009, 123172010
AgenusInc. .......... . ... 100.00 38.45 42.86 10.08 13.45 21.22
NASDAQ Stock Market (U.S. Companies) Index .... 100.00 109.52 12027 7151 102.89 120.29

NASDAQ Biotechnology Index .................. 100.00 101.02 105.65 92.31 =~106.74  122.76

Rt [ R TR R -

Recent Sales of Unregistered Securities = . oA . ; .

The below listed payméts'in 2008 relate to‘compensation to a third-party consultant; Raifarm Lirnited or its
affiliates (collectively, “Raifarm”), for services rendered in relation to the registration and é'omméréia]izatibn :
activities in Russia-for Oncophage pursuant to‘a Master Services Agreement between us'and Raifarm, as amended
from time to time. The below listed payments in 2010 relate to compensation to a third-party consultant, Hamilton :
Communications (“Hamilton”), for services rendered in connection with our rebranding effort pursuant to a
Services Agreement between us and Hamilton, as amended. The offer; issuance and delivery of the-below listed
shares of common stock in the manner.contemplated by the applicable agreements, did not require registration .
under Section 5 of the Securities Act because the transactions were exempted transactions under Section 4(2) of the
Securities Act. This determination was based upon and assuming the accuracy of representations and warranties we
obtained from Raifarm and Hamilton and compliance by Raifarm and Hamilton with the offering and transfer
procedures and restrictions described in the applicable agreements and related documents.

Amount of
Securities
Title of Each Class of Amount Nature of Transaction
Date Issued Security Issued Nature of Transaction
Various dates, February — July, 2008 ... Common Stock, par value $0.01 346,509 Shares issued for services rendered
September 16,2010 . ................ Common Stock, par value $0.01 111,111 Shares issued for services rendered
November 30,2010 ................. Common Stock, par value $0.01 54,945 Shares issued for services rendered
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_Information: concerning our equity compensation plans is set forth in our Definitive Proxy Statement with
respect to our 2011 Annual Meeting of Stockholders to be filed with the Securities and Exchange Commission no
later than 120 days‘after the end of the-fiscal year under the headmg “Equlty Plans ” wh10h is mcorporated herem
by reference )

Item 6. Selected Financial Data

We have derived the consolidated balance ‘sheet data set forth below as of Decembér 31,2010 and 2009; and
the consolidated statemient of operations data for each of the years in the three-year petiod ended Decémber 31

2010, from our audited consohdated ﬁnanc1al statements included elsewhere in this Annual Repoxt on-
Form 10-K. g T :

"' : You should read the selected consohdated fmancral data in conJunctlon with “Management S D1scuss1on and
Analysis of Financial Condition and Results of Operations,” our consolidated financial statements, and the notes
to our consohdated ﬁnancral statements 1ncluded elsewhere in th1s Annual Report on Form 10- '

leen ‘our hrstory of i 1ncurrmg operatmg losses, management believes that it is more likely than’ not that any
deferred tax assets will not be realized through future earnings. Therefore, no income tax benefit has been ,
recognized in the consolidated statements of operations because of the loss before income taxes and the need to
recognize a valuation allowance on the poruon of our deferred tax assets, whrch w1ll not be offset by the reversal
of deferred tax liabilities. (see Note (1).below). .

Changes in cash, cash-equivalents, and short-term investments, total current assets, total assets, and
stockholders’ deﬁmt in the: penods presented below include the effects of the receipt of net proceeds from our
debt offerings, equity offerings, the exercise of stock options and warrants, and employee stock purchases that
totaled approximately $11.6 million, $18.7 million, $46.9 million, $4.6 rmlhon and $25 4 nnlhon inthe years
ended December 31 2010 2009 2008 2007, and 2006, respectively. SRR . o
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Consolidated Statement of Operations Data: o
Revenue .............. ... ... . i i,
Operating expenses:

Costof goodssold ..........................
-Research and development .. .................
.General and administrative .. ....,.......p...0 .

Restructuring costs .. ..... .. ..o...vsining.. ..

Loss fromoperations ............................
Non-operatingincome ...........................
Interest expense,met ........ ... ..utl L it
Netloss (1)....... e S e e
Dividends on series A convertible preferred stock .. . ..
Net loss attributable to common stockholders e

Net loss attributable to common stockholders per =~
common share, basic and diluted ... ......... 7. .,

Weighted average number of shares outstanding, basic’
and diluted

..................................

Consolidated Balance Sheet Data:
Cash, cash equivalents, and short-term
investments

Total current liabilities ......................
Long-term debt, less current portion
Stockholders’ deficit

ey

.~ For the Year.Ended December 31, . . ... .

2010

2009 . 2008 . 2007 . 2006
. (In thousands; except per share data) . -
$ 3360 $ 3334 $ 2651 $ 5552 $ 692
(123) e L e DA
- (12,878) . (16,903) . . (20,663) . (21,789) . (28,643)
(12,112) .- (14,110) - (19,832) . (17,041) (21,288)
e = (1374)
(21,753) (27,679) (37,844) (33278) (50,613)
4,680 2,568 12,356 1 141
(4.834) (5207) (5,313) - (4;658) (2,287)
(21907)  (30.318) (30,801) (37,935) ' (52.759)
C(790) T (790) T (790) (790 (790)
$(22,697) $(31,108) -$(31,591) $(38,725) -$(53,549)
$ (023)'$ (039 $'(0.50) $° (0:83) $ ‘(1.17)
96,650 79,017~ 63,249 " 46,512' 45,809
: : . ... December:31, -. FTS
J2010 . 2009 ¢ . - "2008.- 2007 0 2006 -
o7+ (Inthousands) - -7 '
$19,782 $30,065 $ 34,463 $ 18,679 $ 40,095
20,854 31,533 35486 20,782 42,298
30,907 45874 56,822 44351 72726
5,416 5,355 6,997 8,383 9,078
34,050 49,494 64,126 71,524 68276
(14,707)  (16,975) (20,330) (41,370) (10,563)

Given our history of incurring operating losses, no income tax benefit has been recognized in our

consolidated statements of operations because of the loss before income taxes, and the need to recognize a
valuation allowance on the portion of our deferred tax assets which will not be offset by the reversal of

deferred tax liabilities.
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Item 7. * ‘Management’s Discussion and Analysis of Financial Condition-and Resiilts of Operations

Overview R A T

Our current research and/or development activities are focused on developmg technologles and product
candidates to treat cancers and infectious diseases. Since our inception in March 1994, our activities have
primarily been associated with the development of our heat shock protein technology, primarily our lead
autologous cancer immunotherapies (formerly referred to as Oncophage), the Prophage Series of cancer vaéeines
(vitespen; HSPPC-96). The first product derived from the Prophage Series of vaccines (R-100; still referred to-i’n’i’
Russia and:Europe as Oncophage), répresents the only approved treatment for-adjuvant o non-mietastatic renal -
cell carcinoma (RCC; kidney cancer) patients at intermediate risk for disease recarrence. Inra registry followmg
patlents from a large randomized Phase 3 trial in'non-metastatic RCC, patients at intermediate risk of fécurrence ‘
who were in'the treatment arm demonstrated an approximately 46 percentlower risk of death’ c¢ompared: wrth
those in the control-arm (n = 362; P-< 0.05; hazard ratio = 0.54). Phase 2 trials' testing the Prophage Series -
candidates G-100 and G-200 are underway: in both'newly diagnosed and recurrent glioma; respectively; where
promising data has been generated to date. Additional trials are planned-in metastatic RCC (R-200) and -+ = -
metastatic melanoma (M=200) in:combination with potentially synergistic therapies, as well as in pedlatrlc
neurological tumors (NP-150). Our business activities have included product research and development,
intellectual property prosecution, manufacturing, regulatory and clinical affairs, corporate ﬁnance and
development, market development and support of our collaborations.

We have incurred significant losses since our mceptlon As of December 31, 2010, we had an accumulated
deﬁcrt of $5 84.4 rmlhon Slnce our 1ncept10n we have ﬁnanced our operatmns prlmanly through ‘the sale of
equity and ‘convertible notes interest income earned on cash cash equrvalents and short-term investment
balances and debt provided through secured lines of credlt We beheve that based on our current plans and .
activities, oir working capital resources at December 31, 2010, anticipated revenues, and the estlmated proceeds
from our license, supply, and collaborative agreements will be sufficient to satisfy our liquidity requiréments
through 2011. We expect to attempt to raise additional funds in advance of depletmg our current funds. We may
attempt to raise additional funds by )] hcensmg technologles or products to one or more collaboratlve partners
2 renegotlatlng third party agreements 3 completmg an outright sale of assets (4) securmg addmonal debt
financing, and/of (5) selhng additional equity securities. Satisfying long-term 11qu1d1ty needs may require'the :
successful commerc1ahzat10n of (1) our product Oncophage and/or 'one or more partnenng arrangements for K
Bl e Oncophage (2) vaccines contammg QS-21 under development by our hcensees and/or (3) potentlally other H

product candidates, each of which will requ1re addltlonal capltal

In April 2008, the Russian Ministry of Public Health issued a registration certificate for the use of
Oncophage for the adjuvant treatment of kidney cancer patiefits at 1ntermed1ate risk for d1sease récurrence and m
September 2008, the Food & Drug Administration (“FDA”) granted the necessary permrssron 'to allow for the -
export of Oncophage from the United States for' patient administration i in Russia. The Russian reglstratmn was
our ﬁrst product approval from a regulatory authonty, and the first approva.l of a pat1ent-spec1ﬁc therapeutrc
céncer vaccine in ‘a major market: . A

In October 2008, we announced the submission of a marketing authorization application (“MAA”) to the
European Medicines Agency (“EMA”) requestmg conditional authorization of’ Oncophage ini‘earlier-stage, -
localized kidney cancer. On November 20, 2009 we announced that the Commiittee for Medicinal Products for
Human Use (“CHMP”) of the EMA formally adopted a negative opinion on this MAA. Subsequently we' i
withdrew our application and we have been evaluating a variety of options to potentially bring Oncophage to
patients and physicians globally: Althotigh we are no longer in active discussions with a potential partier for the
European’ market, we continue to’ actlvely seek partnershlp dlscussmns for multlple products generated from our
Prophage Senes : ‘ o
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Guidance received from past interaction with the FDA indicated that an additional Phase 3 clinical study-
must be conducted to demonstrate the efficacy and safety of Oncophage. Because the primary evidence of
efficacy comes from a subgroup analysis of the pre-specified primary and secondary endpoints and was not
demonstrated in the intent-to-treat population, our Phase 3 renal cell carcinoma trial is likely not sufficient as
sole support. for product approval based on existing standards in the Umted States and potentlally in:other. . .
territories.. . . o . R . . - .

-:On March 3 2011 we were notrﬁed by the L1st1ng Quahﬁcatrons Staff of Nasdaq (the “Staff ) 1nd1cat1ng
that we are not in compliance with: the Bid-Nasdaq Marketplace Rule 5550(a)(2) (the “Bid Price Reqmrement”)
because the bid price for our common stock had closed below. the minimum $1.00 per share requirement.for 30
consecutive business days. In accordance with Nasdaq Marketplace Rule 5810(c)(3)(A) we have been provided:-

180 calendar. days,;or until August 30, 2011, to regain compliance with the Bid Price Requirement. If compliarnce:;

is not demonstrated within the applicable compliance period, the-Staff will notify us that our securities will be -
delisted from'the-Nasdaq Capital Market. However, we may appeal the Staff’s determination to delist our -
securities to a Heanngs Panel. During any-appeal process, shares.of our common stock would continue to trade
on the Nasdaq Capital Market. There.can be no assurance that we will meet the requirements for.continued. hstmg
on the N asdaq Caprtal Market or whether any appeal would be granted by the- Heanngs Panel L

Historical Results of Operations e
Year Ended December 31, 201 0 Compared to the Year Ended December 31 2009

Revenue We generated revenue of $3 4 nulllon and $3. 3 nnlhon dunng the years ended December 31, 2010

and 2009 respectlvely Revenue mcludes revenue earned on shlpments of QS 21 to our QS- 21 hcensees hcense ‘

fees, royaltles earned and in 2010 grants earned and Oncophage sales, In’ the years ended December 31 2010 -
and 2009, we recorded $1 5 nnlhon each penod from the amortlzatlon of deferred revenue related to our QS 21 h
partnered programs : .

Research and Development Research and development expenses mclude the costs assocmted wrth our o
1ntemal research and development act1v1nes 1nclud1ng compensatlon and benefits, occupancy, costs, chmcal
manufacturmg costs costs. of consultants and administrative costs. Research and development expense
decreased 24% t0 $12.9 mlllron for the year ended December 31, 2010. from $16.9 million for the year ended

December 31 .2009. The decrease 1ncluded declines of $1.7 million for personnel related expenses and $367 000 A

for facrlrty related costs pnmarrly ‘due to cost contamment efforts, and $1.8 nnlhon for various outsrde servrces
primarily related to the status of our efforts in Russia and other territoriés.

General and Admzmstrattve Genera] and admlmstratlve expenses consmt pnmanly of personnel costs N
fac111ty expenses and professional fees General and admrmstratlve expenses decreased 14% to $12.1 million. for
the year ended December 31,2010 from $14. 1 nnlhon for the year ended December 31, 2009. This decrease is. ..

largely attnbutable to dechnes of $l 5 million, for various outside servrces pnmarlly relating to. the status of, our
efforts in Russia and other territories, and $145,000 in employee and director noncash share-based compensatlon ;

expense.

Non operatzng Income N on-operatlng 1ncome of $4 7 nnlhon for the year ended December 31 2010

consists of a net gain of $2 8 rmlhon on the extlngulshment of a portion of our 2005 Notes and the change m the _

fair value of our derivative habrlrty since December 31, 2009 of $1.9 million:

Interest Expense Interest expense decreased to $4 9 rmlhon for the year ended December 3l 2010 from - .

$5 3 mrlhon for the year ended December 31, 2009. This- decrease is related to the repurchase of a portion.of. our :

2005 Notes. Interest on our 2006 Notes is payable semi-annually on December 30 and June 30 in cash or, atour..
option, in additional notes or a combination thereof. During the years ended December 31, 2010 and 2009
interest expense included $2.6 million and $2.4 million, respectively, paid in the form of additional 2006 Notes.
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Interest Income: Interest income decreased 73% to $38,000 for the year ended December 31, 2010 from. .. -
$137,000 for the year ended December 31, 2009. This decrease is pnmarrly attributable to a decrease in our
average ¢ash, cash equlvalents and short-te_rrn 1nvestments balance coupled with decllmng 1nterest rates earned
on’ our cash cash equlvalents and short-term nvestments Our average mterest rate earned decreased from ‘

,,,,,,,

Year Ended. December 31, 2009 C0mpared to the Year Ended December 31, 2008

Revenue We generated revenue of $3.3 mrllron and $2 7 million during the years ended December 31 2009‘,
and 2008, respectively. Revenue includes revenue earned on shipments of QS-21 to our QS-21 licensees, license
fees, and royaltles earned. In the years ended December 31, 2009 and 2008, we recorded $1.5 million each period
from the amortlzatron of deferred revenue related to our QS 21 partnered programs

Research and Development Research and development expenses include the costs assocmted W1th our - '
internal research and development activities, including compensation and benéfits, occupancy costs, clinical
manufacturing costs, costs:of consultants, and administrative costs. Research:and development expense : "
decreased 18% to $16.9 million for the year ended December 31, 2009 from $20.7 million for the year ended
December 31,:2008. The decrease, included declines:of $1.5 million for personnel related expenses and $241,000
for facility related costs pnmanly due to cost containment efforts, and $1.5 million for various outside services

pnmanly related to the status of our efforts in Russia and other temtones

General and Admmzstratzve General and admlmstratlve expenses con51st pnmanly of. personnel costs
fac1hty expenses, and professronal fees. General and-administrative expenses decreased 29%:to $14.1 million for -
the year ended December 31;.2009.from $19.8-million: for the year ended December 31, 2008, This decrease is -
largely -attributable. to declines of $2.3 million for various outside services primarily relating to-the status of our
efforts in Russia.and. other territories, $L5 million in personnel;; related -expenses: due to, cost-containment efforts, -
$1.0 million in employee and-director noncash share-based- compensatron expense and a $332 000 decrease in
our. forergn eurrency exchange loss. . - o S SR :

.. Non- operatzng Income Non-operatmg income; of $2 6 rmlhon for the year ended December 31 2009
consists pnmanly ofa gam on the- extmgurshment of:a: portlon of our 2005 Notes. ; "

Interest Expense Interest expense decreased to $5 3 rrnlhon for the year: ended December 3], 2009 from
$6.3  million for the year ended December 31,-2008: This .decrease is related:to the repurchase of a portion, of our
2005 Notes during the fourth quarter of 2008 and the second quarter of 2009. Interest on. our 2006 Notes is..
payable semi-annually on December 30 and June 30 in cash or, at our option, in additional notes or a
combination thereof. During the years ended December 31, 2009 and 2008, interest expense 1ncluded $2 4
million and $2.2 million, respectively, paid in the form of additional 2006 Notes.

Interest Income: Interest income decreased 86% to $137 000 for the year ended December 31 2009 from
$966 000 for the year ‘ended December 31,2008 This decrease is’ pnmanly attnbutable t6a decrease in our
average cash, cash equrvalents and short-term 1nvestments balance coupled w1th dechmng interést rates earned _
on our cash cash equ1valents and short-term investménts. Our average mterest rate earned decreased from 2 4% ‘
for the year ended December 31 2008 to 0 49% for the year ended December 31 2009 i
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ResearchandDevelopmentPrograms @i T T e

PI‘IOI‘ to 2002 we d1d not track costs on a per pro_]ect ba51s and therefore have estlmated the allocatron of
our total research and development costs to our largest research and development programs for that tlme penod
During 2010; these research and development programs consrsted largely of our Prophage Senes vaccmes and
QS-21, as indicated in the following table (in thousands).

Research and S B T L .. Year Ended December 31, Priorte . i
Development Program _ o Product 72010 . 2009 2008 2008 »T_otal
Heat shock proteins for cancer .. Prophage L L o .
Rttt . Series o :
e e Vaccmes $10 960 $15, 309‘ $17 156 $238 426, $281 851
Heat shock proteins for infectious diseases ........ HerpV 644 262 1377 16071 18,354
Vaccine adJuvant e e e QS 21, L185 1,071 . 648 . 9,500 12,404
Other research and development programs e ce . 89 261 1,482 31 695 i 33 527
Total research and development expenses e $12 878 $16,903. $20 663 $295 692 $346 136

EERRETS

*, Pnor to’ 2000 costs were 1ncurred by Aqurla Blopharmaceutlcals Inc 2 company we acqurred m
November 2000. - - - i L : AP \) . . ST il

Research and development program costs include compensation and other direct costs plus an allocation of
indirect costs;based on certain assumptions and our review of the status of:each program. Our Prophage Series
vaccines. are in-varidus stages of development as described below. Significant additional expenditures will be g
required if we start new trials, ‘encounter delays in our programs, apply for regulatory approvals, continuié *
developmerit.of our technologies, expand our operations, and/or bring our product candidates to matket: The .
eventual total cost:of each clinical trial is dependent on a number of factors-such'as trial design, leigth of the - -
trial, numbei of clinical sites, and number of patients. The process of obtaining and maintaining regulatory: " -
approvals for new therapeutic products is lengthy, expensive, and uncertain. Because the further development of -
our Prophage Series vaccines is subject to evaluation and uncertainty, and because HerpV is an early-stage
clinical development candidate and generally on hold-due to cost-containment efforts, we are unable to reliably
estimate the cost of completing our research and development prograrms, the timing of bringing such programsto-
various markets, and, therefore, when, if ever, material cash inflows are likely to commence. Programs involving
QS-21 depend on our collaborative partners or licensees successfully completing clinical trials, successfully *
manufacturing QS-21 tomeet demand; obtarmng regulatory approvals and successfully commerc1a11zmg product
candidates contarmng QS 21 el : , SR S SUR RPN

Product Dévélbp}heht POr{folio o
Prophage Series of Cancer Vaccmes

We started enrollmg panents 1n our first chmcal tnal studymg a Prophage Senes vaccme at Memonal Sloan-
Kettenng Cancer Center in New York New York in November 1997 To date, we have treated nearly 850 cancer
patlents in our chmcal tnals Because Prophage Series vaccines are novel therapeutrc vaccmes that are patlent-
specific, meaning derived from the patlent s own tumor, they are experlencmg a long development process and N
high development costs, either of which could delay or prevent our commercialization efforts. For additional
information regarding regulatory risks and uncertainties, please read the risks identified under Part I-Item 1A.
“Risk Factors” of this Annual Report on Form 10-K.

We believe that the collective results from our clinical trials thus far show that the Prophage Series vaccines

have a favorable safety profile. We also believe that available results from clinical trials suggest that treatment
with Prophage Series vaccines can generate immunological and anti-tumor responses.
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We initiated a Phase 3, multicenter, international trial for non-metastatic RCC -into which the first patient’
was randomized in February 2001. As announced on March 24,2006, the trial did not reach statistical - '
significance in its primary endpoint of recurrence-free survival iii the total patient population; though a positive
trend was observed. During the protocol-design process in 1999 and 2000, key- opinion leadet's were consulted,
and the non-metastatic RCC patient population designated for enrollment in the trial was thought to be a
relatively uniform group. In'2006, the Eastern Cooperative Oncology Group (“ECOG”) initiated a trial in - -
adjuvant RCC with sorafenib and sunitinib that stratified their patient population into intermediate-risk, high-
risk, and very high-risk recurrence categories. Using these ECOG defined criteria, analysis of the intermediate
risk patients (362 of the 604 eligible patients) in the trial showed a statistically significant difference in ’
recurrence-free survival in favor of the Oncophage arm. In part because:the intermediate-risk category was not
prospectively delineated prior to the trial’s initiation, the FDA has irdicated that, by itself, pait I of our Phase 3
clinical trial in renal cell carcinoma is not sufficient to support a b1010g1cs license appl1cat10n (“BLA”) ﬁhng

We opened a subsequent protocol that continued to follow patients from this trial in the format of a registry
in order to collect overall survival information, as well as investigator reports of 'disease recurrence: The registry,
which is expected to provide additional data on the effectiveness of the vaccine; followed patierits until March
2010, an additional three years from closure of the initial trial, providing inore than five'years of data collection
following the enrollment of the last patient in the trial. Final analysis of this data is in prdcess At'the 2009
American Society of Clinical Oncology (“ASCO”) annual meeting, we announced results of an interim analysis >
from the ongoing global patient survival registry, which showed that patients with k1dney cancer at intérmediate
risk of disease recurrence demonstrated an approximately 46:percent lower risk of’ death in the treatment ‘arm’
compared with the control arm (n =362; P < 0.05; hazard ratio = 0.54). R R :

In addition to the patient registry, patient enrollment has commenced into a small study in non-metastatic
RCC to assess immune response in the intermediate-risk patient population. The results of this study, continued
data collection through the survival registry, and ongoing analysis are uncertain, and may not positively affect the
acceptability of the overall results-of the trial and, even if clinically meaningful, may not meet the requlrements
of the FDA or other regulatory authorities for submission and approval ofa marketmg apphcatlon or smnlar '
applications for product approval outside the United States.

In April 2008, the Russian Ministry of Piiblic Health issued a registratibn certificate for the use of
Oncophage for the treatment of kidney cancer patients at intermediate risk for disease recurreiice. Because, -
among other things, we have limited resources and minimal sales and marketing experience, commercialization
of Oncophage has been slow, and 'only modest sales of Oncophage in Russia have occurred’during the ‘year ended
December 31, 2010. The Russian registration was our first product approval from a regulatory authority, and the
first approval of a patient-specific therapeutic cancer vaccire in a major market. Since this approval we have
been focusing our efforts in Russia on securing one or more distribution and/or partnering arrangements and-
related commercialization activities. The amount of any future revenue generated from: the:sale of Oncophage in
Russia will depend on our ability to successfully execute on these efforts and‘identify and obtain adequate ©
reimbursement, as well as on decisions of physicians and patients, among other factors: Furthermore, we may-
experience significant delays in the receipt of payment for Oncophage, or an inability to collect payments at all. -

In October 2008, we announced the submission of a MAA to the EMA réquesting conditional authorization
of Oncophage in earlier-stage, localized kidney cancer. On November 20, 2009, we annotinced that the CHMP of
the EMA formally adopted a negative opinion on this MAA. Subsequently we withdrew our application and have
been evaluating a variety of options to potentially bring Oncophage to patients and physicians globally. Alttiough
we are no longer in active discussions with a potential partner for the European miarket, we continue to actlvely '
seek partnership discussions for multlple products generated from our portfoho of Prophage Senes vaccines.

A Phase 2 clinical trial with Prophage Series G-200 vaccine in recurrent, high-giade glioma is currently
ongoing. This study is being led by the Brain Tumor Research Center at the University of California, San -
Francisco (“UCSF”), with grants from the American Brain Tumor Association and the National Cancer Institute
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Special Programs of Research Excellence. Phase 1 results; presented at the Society for Neuro-Oncology Annual
Meeting Conference in November 2008, showed that vaccination following brain cancer surgery increased . .
overall:median survival to approximately 10.5 months, with four patients surviving beyond 12-months and one .
patient surviving almost 2.5 years. The study also showed that all 12. treated patients demonstrated-a significant, .
immune response after vaccination with G-200.( P <.0.:001) and that patients with minimal residual disease at -
time of first vaccination (n = 7) were more likely to survive beyond nine months compared with patients with
significant residual disease. - - . : L ‘ S

The study, which.is designed to enroll approximately 50 patients, has expanded to include New York-
Presbyterian Hospital/Columbia University Medical Center and University Hospitals/Case Western Reserve.
Interim data was presented at the Society for Neuro-Oncology meeting in October 2009, which showed a median
survival of 10.1 months in the first 20 patients treated with G-200, and that to date six patic:nts;(30»p,er'(_:ent-),had-1
survived at or beyond 12 months. This early data shows an improvement in overall survival over the previous
long-standing historical median survival of 6.5 months, and.is also slightly favorable to the recently reported
medi_an_ survival of 9.2 months with Avastin® (bevacizumab) in patients with recurrent high-grade glioma. In -
May 2010, data presented at the.International Conference on Brain Tumor Research and Therapy suggested that
vaccination with this candidate may improve overall survival in patients with recurrent high-grade glioma. An

overall median survival of 44 weeks.after tumor resection was observed. Approximately-70% of the evaluable .

patients survived beyond 36 weeks, and 41% survived up to or longer than one year. Additional data from this .
trial will be reported by mid-2011. UCSF also initiated an additional Phase 2 clinical trial in newly diagnosed .
glioma testing Prophage Series G-100 vaccine in combination with Temodar® (temozolomide). This trial is
currently enrolling, with a target of 50 patients. Based on promising trends to date, this trial is being expanded to.
include up to 10 clinical sites.

o821
. QS-21 Stimulon® adjuvant is an adjuvant, or a substance added to a vaccine or other immunotherapy, that is

intended to enhance immune response. The key licensees of QS-21 are GSK and JANSSEN Alzheimer :
Immunotherapy. There are 14 vaccines containing QS-21 in clinical development, including four in Phase 3
testing for malaria, melanoma, non-small cell lung cancer and shingles. The first products containing QS-21 are
expected to be launched in the 2013-2014 timeframe. The pipeline .of product candidates containing QS-21 is
extraordinarily diverse, encompassing prophylactic as well as therapeutic vaccines for infectious diseases, .. -
multiple cancer types, and Alzheimer’s disease. The Company does not incur clinical development.costs-for
these products and is generally reimbursed for any related expenses by its licenseges.

In return for rights to use QS-21, our licensees have generally agreed to pay us license fees, manufacturing
payments, milestone payments, and royalties on product sales for a minimum of 10 years after commercial
launch. In addition to our corporate licensing arrangements, we have developed a number of academic .
collaborations to test new. vaccine concepts and products containing QS-21. From time. to time. our collaborators
or licensees initiate and/or cease programs containing QS-21. For.example, an undisclosed infectious disease
Phase 3 program was recently discontinued by one of our collaborators. - '

- On January 16, 2009, we entered into an Amended and Restated Manufacturing Technology Transfer and
Supply Agreement, under which GSK has the right to manufacture all of its requirements of commercial grade
QS-21. GSK is obligated to supply us (or our affiliates, licensees, or customers) certain quantities of commercial
grade QS-21 for a stated period of time. We understand that QS-21.is a key component included in several of
GSK’s proprietary adjuvant systems and that a number of GSK’s vaccine candidates currently under
development are formulated using adjuvant systems containing QS-21. GSK has initiated Phase 3 studies.
evaluating its investigational MAGE-A3 Antigen-Specific Cancer Immunotherapeutic containing QS-21 in
non-small cell lung cancer and melanoma. GSK has also initiated a Phase 3 clinical trial in malaria and a Phase 3
clinical trial in shingles. Revenues recognized with respect to this agreement were $1.3 million for each of the
years ended December 31, 2010 and 2009. : E T
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Elan Pharmaceuticals, Inc. and/or its affiliates (“Elan”) had a,commercial license for the use of QS-21 in the
research and commercrahzatlon of products Effectlve September 14, 2009 we entered into an Amended and:.
Restated License Agreement (“Amended L1c se Agreement”) w1th Elan On September l7 2009 .the. Amended
License Agreement was ass1gned to JAN SSEN Alzhelmer Immunotherapy Under the terms of the Amended
Llcense Agreement ass1gned to JAN SSEN Alzhe1mer Immunotherapy, they wrll have the r,1ght to develop, make
have made, use, sell, offer for sale, 1mport and,have sold, the. Alzhermer S disease vaccine that contains QS-21
(“Licensed Product’ ). In addltlon pursuant to the terms of the Amended License Agreement, JAN SSEN
Alzheimer Immunotherapy has the right to, manufacture all of jts requirements:of QS-21 for use in the Licensed
Product and we have no further supply obligations.. Under the terms-of the Amended License Agreement, we are ..
entitled to receive future milestone payments and product royalties in the event of the successful. development of
the Licensed Product. In.2007, Elan initiated a Phase 2 study. of their vaccine. Revenues recogmzed with: respect
to this agreement were $160,000:in the year ended December 31,2010.. = no

quurdlty and Capltal Resour'ces o

* We have incurred annual’ operatmg Tosses smce 1ncept10n and we had an accumulated deﬁc1t of $584 4 )
million as of Decernber 31, 2010. We expect to incur significant losses over the next several § years as we contmue
our clinical trials, apply for regulatory approvals, prepare for commercialization, and continue development of
our technologies. Since our inception, we have financed our operations. primarily through the sale of equity and
convertible notes, interest income earned on cash cash equlvalents and short-term 1nvestment balances, and debt
prov1ded through secured lines of credit. From our 1ncept10n through December 31, 2010 we have ra1sed o
aggregate net proceeds of $506 3 rmlhon through the sale of ¢ommon and preferred stock the exercrse of. stock
options and warrants, proceeds from our employee stock purchase plan, and the i 1ssuance of convertlble notes;
and borrowed $20.5 rmlhon under two credlt fac111t1es Dunng February 2010 we entered 1nto an At the. Market
Sales Agreement with Mchcoll Lew1s & Vlak LLC and Wm Smith & Co (the “Sales Agents”) under Wthh we
may sell an aggregate of up to 20 million shares of ¢ our common, stock from time to. time. through the Sales ..
Agents To date we have 1ssued approx1mate1y 7. 0 nulhon shares of our common stock in at the market offenngs

1nclud1ng $34 7 mllhon in pr1n01pa1 of our 2006 Notes maturmg A ugust 31 2014 and $100 000 in prmc1pal of ‘. ;
our 2005 Notes maturrng February 20, 2025 The 2005 Notes are subject to redemptlon at the optron of the, .
holders or us begmmng February 1 2012 o .

_ Our cash, cash equivalents, and short- term investments at December 31, 2010 were $19 8 million, a
decrease of $10.3 nulhon from December 31, 2009 Based on our current plans and, act1v1t1es we antlclpate that
our net cash burn (deﬁned as cash uséd in operaung activities ‘plus capltal expend1tures and d1v1dend payments)
will bei in the $16-$18 rmlllon range ‘for the year ending December. 31 2011 In addltlon we hope to generate
royaltles from our QS 21 pr) _ uct in the 2013 2014 t1meframe : .

i ie'\i )

We bélieve-that, based on our clirrent plans‘and activities, our working cap1ta1 resources at December 31,
2010, anticipated revenues, and'the éstimatéd proceeds from our license, supply,‘and collaborative agreements” -
will be sufficient to satisfy our hqmdlty requirements into 2012. We closely monitor our cash needs. We | .
continue to monitor the likelihdod of success of our key initiatives and are prepared to discontinue’ fundlng of
such activities if they do not prove to be commercially feasible. In addition, we will continue to adjust other
spendmg as needed in order to preserve liquidity. We expect to attempt to raise additional funds in advance of
depleting our current funds. In‘order to fund our operatlons through 2011 and beyond, we will need to contain
costs and raise additional funds. We may attempt to raise-additional funds by: (1) licensing technologies or " -
products to one or more collaborative partners,. (2) renegotiating third party agreements, (3) completing ani - -
outright sale of selected assets, (4) securing additional debt financing, and/or (5) selling additional equity
securities. Our ability to successfully enter into any:such arrangements is uncertain, and if funds are not
available, ornot available on terms acceptable to us, we may be requlred to revise. .our planned clinical trlals ‘
other development activities, capltal expendltures and/or the. scale of our operatlons As noted above, we expect
to attempt to raise addltlonal funds in advance of depletmg our current funds; however we may not be able to
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raise funds or raise amounts sufficient fo meet the long-term needs of the business. Satisfying long-term liquidity
needs may require the sﬁccessfﬁl'cq‘mmercializ"ation of Oﬁc;ophagé and/or one or more f)ar'tnerivng arrangements
for our other Prophage Series vaccines, successful commercialization of vaccines containing QS-21 under
development by our licensees, and potentially successful commercializition of other product candidates, each of
which will requiré additional capital, as discussed above. Please see the “Forward-Looking Statements” section
and the risks highlighted under Part I-Item 1A. “Risk Factors” of this Annual Report on Form 10-K. )

+ Our future cash requirements:include, but are not limited to, efforts to make Oncophage available in Russia
and other jurisdictions we are currently exploring, as well as supporting our clinical trial’and regulatory efforts
and continuing our other research and development programs.-Since inception, we have entered into various °:
agreements with institutions' and clinical research organizations to:conduct and monitor our clinical studies:
Under these agreements, subject to the enroliment of patients and performance by the applicable institution of . * :
certain services, we have estimated our payments to be $47.2 million over the term of the studies. Through
December 31, 2010, we have expensed $46.5 million as research and development expenses and $46.3 million.
has been paid related to these clinical studies. The timing of expense recognition and future payments related to
these agreements is subject to the enrollment of patients and performance by the applicable institution of certain

services.

. We have also entered into sponsored research agreemeits related to our product candidates that required
paymerts of $6.5 million, all of which has been paid as of December 31, 2010. We plan to enter into additional
sponsored reséarch agreements, and we anticipate significant additional expenditures will be required to advance
our clinical trials, apply for regulatory approvals, continue development of our technologies, and bring our
product candidates‘to market. Part of our strategy is to develop and commercialize some of our product o
candidates by continuing our existing collaborative arrangeriets with academic and collaborative partners and
licensees and by entering into new collaborations. As a result of our collaborative agreements, we will not
completely control the efforts to attempt t0 bring those product candidates to market. We have varios
agreements, for example; with collaborative partners and/or licensees, which allow the use of our QS-21 adjuvant
in numerous vaccines. These agreements grant exclusive worldwide rig"hts.in' some fields of use and co-exclusive
or non-exclusive rights in others. These agreeménts generally provide us with fights to manufacture ‘and supply
QS-21 to the collaborative partner or licenses and also call for royalties to be paid to us on future sales of
licensed vaccines that include QS-21, which may or may not be achieved. Significant inyestment in =~
manufacturing capacity could be required if we were to retain our manufacturing arid supply rights.

Net cash'used in operatifig activities for the year ended December 31,2010 and 2009 if\'/a_s.$14.8 million and
$24.2 million, respectively. We continue to suppott and develop our QS-21 partnering collaborations, with the
goal of generating royalties from this product in the 2013-2014 timeframe. Our future ability to generate cash
from operations will depend on'achieving regulatory approval of our product candidites, and market acceptance
of Oncophage and our product candidates, achieving benchmarks as defined in existing ‘collaborative agreements,
and our ability to enter into new collaborations. Please see the “Forward-Looking Statements” section and the

risks highlighted

under Part I-Item 1A. “Risk Pactors” of this Annual Report on Form 10-K. -

The 'table_'l.)}él‘c')w;'s'umni:aﬁz'es our contractual obligatib‘ﬁs’ as of December 31, 2010 (in thousahd:é). o

Payments Due by Period :
: .~ +Less than . . More than
. . v . . . ‘ L Total 1 Year . 1-3Years 3-5Years 5 Years.
Long-term debt.(1) ...............o.. i $46542 $ 207, $ 103 . $46232.  $—
Operating leases e S S s v i | 2,224 3,547 . C— —_ .

Total ...... RS PN Lo - $52,313  $2,431 $3,650 = $46,232 - $—

(1) Assumes the 2006 Notes aré not converted and are paid in 2014. In certain c‘j"rcumstances, the 2006 Notes
“could be converted before then. Also includes fixed interest payments, some of which may be paid in Kind, N

‘and assumes that the 2005 Notes are not converted and are paid on February 1, 2012. In'certain
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circumstances; the 2005 Notes could be converted before then. In addition, the holders of the 2005 Notes
can require us to purchase débt from them at certain dates between 2012 and 2020:If the 2005 Notes are not
- converted and we are not required to purchase the debt, the 2005 Notes maturé on February 1, 2025 If the -
© 2005 Notes were outstanding until’ matunty, there would be addmonal mterest payments of $68 000 for the
period 2012 through 2025. :

Effective July 19, 2002, we sublet part of our Framingham facility to GTC Biotherapeutics, Inc. (“GTC”)
and we leased related leasehold improvements and equipment under agreements that were to.expire on
December 31, 2006. GTC exercised its option to extend this lease until September 2010, the date our original
lease expired. Under the terms of our original lease; we were obligated to pay our landlord approximately 7% of
our rental income. Effective March 17, 2004, we sublet an additional part of our Framingham facility to PP
Manufacturing, whose lease also expired in September 2010. Since September 30, 2010, we are no longer a party
to any lease or subleasing arrangements for this facility. Effective July- 30, 2010, we sublet part.of our Lexington
facility to Cubist Pharmaceuticals, Inc. whose lease expires in July 2012. Our Lexington facility and New York
office leases expire August 2013 and April 2012, respectively.

‘We are currently involved in certain legal proceedmgs as detailed in Item 3 above and Note 16 of the notes
to our consohdated financial statements. While we currently belleve that the. ultrmate outcome of any of these.
proceedings will not have a material adverse effect on our ﬁnancral posmon results of operatlons or liquidity,
litigation is subject to inherent uncertainty. Furthermore, lmgatnon cousumes both cash and management
attention.

Inﬂatlon

We believe that mﬂatmn has not had a matenal adverse effect on our busmess results of operatlons, or
financial condition to date. : :

Related Partles ,

In March 1995, we entered into a consultmg agreement with Dr. Pramod Srivastava, our scientific founder
and a-former-member of our Board of Directors, and upon its expiration in March 2006, we entered into a new
consulting agreement, effective March 28, 2006, with Dr. Srivastava. The agreement has an initial term ending
March 31, 2011. In exchange for the timely performiance of services; as defined in the agreement, Dr. Srivastava
is entitled to receive compensation to be etablished by the' Compensation Committee of the Agenus Board of
Directors. For the twelve-month period ending March 31, 2011, Dr. Srivastava will receive $50,000. :
Dr. Srivastava is also eligible to'receive an annual bonus and stock options at the discretion of the Compensatlon
Committee of our Board of Directors. During the year ended December 31, 2009, we paxd Dr: Snvastava an
additional $50,000 for his work related to oir MAA submitted to the EMEA. '+ -

On January 9, 2008, we entered into a private placement agreement (the “January 2008 private placement”)
that included (i) 8,708,717 shares of common stock, (ii) warrants to acquire up to 8,708,717 shares of common
stock at $3.00 per share, and (iii) unit warrants, which, if exercisable due to a triggering’ ‘event as that term is
defined in the applicable warrant, permit a holder to acquire up to.8,708,717 shares of common stock at $3.00 per
share and warrants to acquire up to an additional 8,708,717 shares of common stock at $3.00 per share. In
conjunction with this private placement, we sold 542,050 shares of common stock to Garo H:-Armen, Ph.D., our
Chairman and Chief Executive Officer, and 1,166,667 shares of common stock to Armen Partners LP. Garo H.
Armen is the general partner of Armen Partners LP and owns a controlling interest therein. In addition to the
common stock acquired by -Garo H. Armen and Armen Partners LP, each acquired an equal number of both
warrants and unit warrants. The unit warrants explred January 9, 2010

cd

Critical Accountmg Pohcles and Estlmates

The SEC defines “critical accounting policies™ as those that require the application of management’s most
difficult, subjective, or complex judgments, often as a result of the need to make estimates about the effect of
matters that are inherently uncertain and may change in subsequent periods. '
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- The preparation of consolidated financial statements in conformity with,U.S. generally accepted accounting
principles requires us to make estjmates and assumptions that-affect the reported amounts of assets-and liabilities
and disclosures of contingent assets and. liabilities at; the. date; of the financial,statements and the reported amounts
of revenues and:expenses during the reportingperiod. We base those estimates onhistorical experience and on
various assumptions that are believed to be reasonable under the circumstances. Actual results.could differ from
those estimates. '

£Y

The following listing is not intended to:be a comprehesisive: list'of all of our accounting policies. Our © -

significant:accounting-policies are‘describediin Note'2 of the notes to our consolid:ited financial Statements” T
many cases, the accounting treatment-of a particular transaction’is:dictated by U.S. generally accepted accounting
principles, with no need for-our judgmientin its applieation. There are-also areas in which'oui judgment in
selecting ari-available alternative would not produce 4’materially different result. We have identified the . -
following as.our critical accounting policies. .. - -t 0 i E o : vei R
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Share-Based Compensation

 Ini accordance with the fair value recognition provisions of ASC’?]S?Coiﬁﬁéﬁ&&(ibn—'stbgkj “ompensation, .
we recognize Share-based compensation nse net of an estiniiated forfeitiire rate and only recognize
compensation expense for those share"baSed awards eXpected to'vest. Compensation expense is recogiized ofi 4
straight-line basis over the requisite seivice period of the dward. T TR

Stock options granted to certain non-employees have been accounted for based on the fair value method of
accounting in accordance with ASC 505-50, Equity- Equity-Based Payments to Non-Employees. As a result, the
noncash charge:to. operations for non-employee options: with vesting or other performatice criteria is affected
each reporting period, until the non-employee options vest, by changes in the fair value of our coitirhon stoek,
Under the provisions of ASC 505-50, the change in fair value of vested options issued to non-employees is
reflected in the statement of operations each reporting period, until the options are exercised or expir&. -~
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. Determining the appropriate, fair value, model and calculating the fair-value of share-based awards requires
the use of highly sybjective assumptions, including the expected life of the share-based awards and stock price.
volatility. The assumptions used.in.calculating the. fair value of share;based awards represent management’s. best
estimates, but these estimates.inyolye inherent uncertainties and the application of management judgment. As a
result, if factors change and we use different-assumptions, our share-based ‘compensation.expense-could be . - -
materially different in the future, In.addition, if our, actual forfeiture rate ‘is_»,mat.eﬁally‘ different from our.estimate,
the share-based compensation expense could-be significantly, different from what we have recorded in the current
period. See Note 10 of the notes to our, consolidated financial statements for a further discussion on share-based .
compensation.

]

N IR T T SR T

Fair Value Accounting—Derivative Liability, T
- “As aresult.of the adoption of certain guiddnce within ASC 815:40; Derivativesand Hedging- Contracts In”
Entity’s Own Equity, as of January I;2009; thie conversion. feature:embedded in our 2006 Notes is treated as a
derivative and recorded at its fair value; with-period to'period chahiges in' the fair value recorded as'a gain or'loss-
in our consolidated statément:of operations. coormns T LTt I IR S

We measure fair value based on‘a-hierarchy:for inpuitstsed in measuring fair value that maximizes the use:: °
of observable inputs and minimizes the use of unobservablé inputs by-requiring that:obsérvable ifiputs be used
when available. Observable inputs are inputs that market participants would use in pricing the asset or liability
based on market data obtained from sources independent of the Company. Unobservable inputs are inputs. that " ¢
reflect the Company’s assumptions about the. inputs;that market participants would use in pricing the:asset or
liability and are developed based onthe best information available in the circumstances, Our derivative liability -
is valued based on significant unobservable inputs. .., o ‘ :
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Revenue Recognition S e B R RO th

Revenue for services under research:and:development contracts are recognized as the services are . -
performed, or as clinical trial- materials are provided. Non-refundable milestone payments that represent the -~ *::.+
completion.of a separate earnings process are recognized as revenue whenearned. License fees and royalties:are -
recognized as they are earned. Revenue recognized from collaborative agreements is based upon:the provisions -
of Accounting Standards Codification (“ASC”):605-25, Revenue: Recognition—Multiple Element Arrangements. .
Recent Accounting Pronouncéments e o

In October 2009, the Financial Accounting Standards Board (“FASB”) revised authoritative guidance on
cons1derat10n in a multiple elernent revenue a_rrangement by, requlrmg the use of estrmated selhng pr,l_ces to
allocate arrangement consideration if neither vendor—speciﬁc objective evidence. nor third party evidence of , .. - .
selling price is available, thereby eliminating the use of the residual method of allecation. The revised guidance. -
also requires expanded qualitative and quantitative disclosures surrounding multiple deliverable revenue ‘
arrangements. This guidance is effective for fiscal years beginning after June 15, 2010 and may be applied
fetrospectively or prospectively 1 for" new or rnatenally ‘modified arrangements. Early adoption is permitted. We
will evaluate the 1mpact of t”lus standard on futiire revenue arrangements that we may enter mto

In April 2010, the FASB.codified the consensus reached in Emerging Issues Task Force Issue No. 08-09, .
“Milestone Method. of. Revenue Recogmtlon” issuing Accountmg Standard Update (“ASU”) No 2010-1’7
leestone Method of Revenue Recognition, to limit the scope of this ASU to research or development :
arrangements and require that guidance in thrs ASU be met for an entity to apply the milestone, method (whlch
allows. entities to record:the milestone. payment in:its entirety in the period achreved) However, the FASB ..
clanﬁed that even if the. requlrements in this:ASU are-met, entities would not be precluded from making an
accounting policy election to apply another appropnate accounting pohcy that results in the deferral of some.
portion of the arrangement consideration. The ASU was effective for. penods begmmng on or after June 15, -
2010. Early apphcatron swas permitted. Ent1t1es can apply this gu1dance prospectively to milestones achleved
after adoption. However, retrospective, appllcat10n to all prior periods was also permitted. We wrll evaluate the
impact of this standard on future revenue arrangements that we may enter into.

InJ anuary 2010 the FASB 1ssued ASU No 2010 06 “Fazr Value Measurements and Dtsclosures ( Top;c
820)—Improving Dtsclosures about Falr Value. Measurements ” (“ASU 2010 06™). ASU 2010-06 requires new.
disclosures regarding. srgmﬁcant transfers in and out of Levels 1 and 2 fair value measurements aswellas
information about activity in Level 3 fair value measurements, including presenung information about purchases,
sales, issuances and settlements on a gross, versus a net basis in the Level 3 activity.roll forward. In addition, ASU
2010-06 also clarifies exrsnng drsclosures regardmg input and valuation techmques as well as. the level of R
drsaggregauon for each class of assets and hablhtles ASU No 2010-06 was. effective for mtenm and annual penods
begrnmng after December 15, 2009, except for the drsclosures pertaining to purchases sales, 1ssuances and
settlements in the roll, forward of Level 3 act1v1ty, those disclosures are effective for interim and annual penods
beginning after December 15 2010 The adoptlon of ASU 2010- 06 had no current impact and is expected to have
no subsequent unpact on our consohdated ﬁnanc1al posruon results of operatlons or cash flows. Required . ’
disclosure requirements of AS_ : 2010 06 have been mcluded 1n Note 15 to our consohdated financial statements

i

“In December 2010 the FASB 1ssued addrtronal guldance on when to perform Step 2 of the goodwrll ,
1mpa1rment test for reporting units with zero or negative carrylng amounts The criteria for evaluatlng Step 1 of
the goodwill impairment test and proceeding to Step 2 was amended for reportmg units with zero or negatlve )
carrying amounts and requires performing Step 2 if qualitative factors indicate that it is more likely than not that
a goodwill impairment exists. This guidance is effective for fiscal years, and interim periods within those years,
beginning after December 15, 2010. Upon adoption of the amended guidance, any impairment will be recorded
as an adjustment to beginning retained earnings. We are currently evaluating the impact of adoption on our
consolidated financial statements.
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Item 7A. Quantitative and Qualitative Disclosures About Market Risk

In the normal course. of business, we are exposed to fluctuations in interest rates as we seek debt financing
and invest-excess cash. We-are.also exposed to foreign currency exchange rate fluctuation risk related to our
transactions-denominated in foreign currencies. We do-not currently employ:specific:strategies, such as the use of
derivative instruments or:hedging, to‘manage these exposures. Our currency exposures-vary; but are primarily-
concentrated in the-Eur6. During the year ended December 31,2010, there has been no material change with -
respect to our interest rate and foreign currency exposures or our approach toward those exposures. However, we
are exploring possible commercialization of Oncophage outside of the U.S., which could result in increased.
foreign currency exposure. o ' '

The iniformation below "siiihmaﬁ'ze’s*oﬁr market risks associated with debt. obligations as of December 31,
2010. Fair value inclided herein has been estimated taking inito consideration the nature and terms of each'
instrument-and’the prevailing economic'and market conditions at December 31 ,-2010. The table presents - ¥

principal payments by yearof imaturity ‘based‘on the terms of the debt (in'thousanids).

Outstanding

S - Esti.mate‘d‘ - Principal Amount ___. Ye:_“. ofMathity
T E _ e T e Value (2) © ‘December 31,2010 - 2011 - 2012 : 2014
Long-termdebt (1) .....0........ .00 000 830,829 $34916 $146  $100 $34,670

(1) - Fixed interest rafes range from 5.25% to 8%. The above tablé is based on the assumptions that future
interest‘on the 2006 Notes is paid iri*cash and tha these notes are not converted it maturity August 31, 2014.
In certain citcumstances, the 2006 Notes could be converted before'then. In addition,; the table is based on

‘the-assumption that the 2005 Notes are'redeemed on February 1; 2012: In certain circumstances; the 2005
Notes couldbe converted on or before February 1, 2012. The note holders of our 2005 Notes can require us
to redeem debt at certain dates between 2012 and 2020. If the 2005 Notes are not converted and we are not
required to purchase the notes, they mature on February 1, 2025, < T R

(2) The estimated fair value of our long-term débt was derived by evaluating thie niature and térms of each note -

and consideting the prevailing économic and market conditions at the balance sheet date, In addition, the
fair Value-of ‘our 2005 Notes was estimated based on the most recent market transactions. ’ o

2t

We had cash and cash equivalents at December 31, 2010 of $19.8 million, which are exposed to the impact
of interest and fofeign currency éxchange rate changes, and our interest incom fluctuates as interest rates ,
change.’Due to the short-term nature of our investments il money market funds, our carrying value approximates
the fair value of these investinents at December 31, 2010, however, we are subject to investment risk. | .
~'We invest our cash; cash equivalents, and short-ferm investments in'accordance with our Investment Policy.
The primary objectives of our Investment Policy are to preserve principal; maintain proper liquidity to rieet”
operating needs, and maximize yields. We review our Investment Policy annually and amend it as deeined
necessary. Currehtly; the Investment Policy prohibits investing in any structured investment vehicles and-asset-
backed commiércial paper. Although our investmerits are subject to credit risk, our Investment Policy specifies =~
credit-quality standards for our investments and limits the amount of credit expostre from any single issue,
issuer, or type of investment, Our investments aré aiso subject to inferest rate risk and will decrease in value if
market interest rates increase. However, due fo the conservative fiature of our investments and relatively short
duration, interest rate risk is mitigated. We do not invest in derivative financial instruments. Accordingly, we do
not believe that there is currently any naterial market risk exposure with respect to derivative or other financial
instruments that would require disclosurs inder this item. - o

Ty
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Report of Ihdependent Registered Public Accounting Firm

The Board of Directors and Stockholders
Agenus Inc.: .

We have audited the accompanying consolidated balance sheets of Agenus Inc. and subsidiaries as of
December 31, 2010 and 2009, and the related consolidated statements of operations, stockholders” equity
(deficit) and comprehensive loss, and cash flows for each of the years in the three-year period ended,
December 31, 2010. These consolidated financial statements are the responsibility of the Company’s ,
management. Our responsibility is to express an opinion on these consolidated financial statements based on our
audits. ‘ ‘ ’ ' ' o R

We conducted our audits in accordance with the standards of the Public "'Cdmpan‘y Accounting Oversight
Board (United States). Those standards require that we plan and perform the audit to obtain reasonable assurance
about whether the financial statements are free of material misstatement. An audit includes examining, on a test
basis, evidence supporting the amounts and disclosures in the financial statements. An audit also includes
assessing the accounting principles used and significant estimates made by management, as well as evaluating
the overall financial statement presentation. We believe that our audits provide a reasonable basis for our
opinion.

In our opinion, the consolidated financial statements referred to above present fairly, in all material respects,
the financial position of Agenus Inc. and subsidiaries as of December 31, 2010 and 2009, and the results of their
operations and their cash flows for each of the years in the three-year period ended December 31, 2010, in
conformity with U.S. generally accepted accounting principles.

We also have audited, in accordance with the standards of the Public Company Accounting Oversight Board
(United States), Agenus Inc. and subsidiaries’ internal control over financial reporting as of December 31, 2010,
based on criteria established in Internal Control—Integrated Framework issued by the Committee of Sponsoring
Organizations of t