Edgar Filing: EXELIXIS, INC. - Form 10-K

EXELIXIS, INC.
Form 10-K
February 29, 2016
Table of Contents

UNITED STATES

SECURITIES AND EXCHANGE COMMISSION

Washington, D.C. 20549

FORM 10-K

(Mark One)

yANNUAL REPORT PURSUANT TO SECTION 13 OR 15(d) OF THE SECURITIES EXCHANGE ACT OF 1934

For the fiscal year ended: January 1, 2016, or

.. TRANSITION REPORT PURSUANT TO SECTION 13 OR 15(d) OF THE SECURITIES EXCHANGE ACT OF
1934 For the transition period from to

Commission File Number: 0-30235

EXELIXIS, INC.

(Exact name of registrant as specified in its charter)

Delaware 04-3257395
(State. or cher jurisdiction of incorporation or (LR.S. Employer Identification Number)
organization)

210 East Grand Ave.

South San Francisco, CA 94080

(650) 837-7000

(Address, including zip code, and telephone number, including area code, of registrant’s principal executive offices)
Securities Registered Pursuant to Section 12(b) of the Act:

Title of Each Class Name of Each Exchange on Which Registered
Common Stock $.001 Par Value per Share The Nasdaq Stock Market LL.C

Securities Registered Pursuant to Section 12(g) of the Act:

None

Indicate by check mark if the registrant is a well-known seasoned issuer, as defined in Rule 405 of the Securities

Act. Yesy No ~

Indicate by check mark if the registrant is not required to file reports pursuant to Section 13 or 15(d) of the

Act. Yes " No y

Indicate by check mark whether the registrant (1) has filed all reports required to be filed by Section 13 or 15(d) of the
Securities Exchange Act of 1934 during the preceding 12 months (or for such shorter period that the registrant was
required to file such reports), and (2) has been subject to such filing requirements for the past 90 days. Yes y No ~
Indicate by check mark whether the registrant has submitted electronically and posted on its corporate Web site, if
any, every Interactive Data File required to be submitted and posted pursuant to Rule 405 of Regulation S-T during
the preceding 12 months (or for such shorter period that the registrant was required to submit and post such

files). Yes y No ~

Indicate by check mark if disclosure of delinquent filers pursuant to Item 405 of Regulation S-K is not contained
herein, and will not be contained, to the best of registrant’s knowledge, in definitive proxy or information statements
incorporated by reference in Part III of this Form 10-K or any amendment to this Form 10-K. y

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

Large accelerated filer y Accelerated filer © Non-accelerated filer (Do not check if a smaller reporting

company) ~ Smaller reporting company

Indicate by check mark whether the registrant is a shell company (as defined in Rule 12b-2 of the

Act). Yes © Noy



Edgar Filing: EXELIXIS, INC. - Form 10-K

State the aggregate market value of the voting and non-voting common equity held by non-affiliates computed by
reference to the price at which the common equity was last sold, or the average bid and asked price of such common
equity, as of the last business day of the registrant’s most recently completed second fiscal quarter: $663,207,633
(Based on the closing sales price of the registrant’s common stock on that date. Excludes an aggregate of 3,588,303
shares of the registrant’s common stock held by persons who were directors and/or executive officers of the registrant
at July 3, 2015 on the basis that such persons may be deemed to have been affiliates of the registrant at such date.
Exclusion of such shares should not be construed to indicate that any such person possesses the power, direct or
indirect, to direct or cause the direction of the management or policies of the registrant or that such person is
controlled by or under common control with the registrant.)

As of February 19, 2016, there were 228,191,131 shares of the registrant’s common stock outstanding.
DOCUMENTS INCORPORATED BY REFERENCE

Certain portions of the registrant’s definitive proxy statement to be filed with the Securities and Exchange Commission
pursuant to Regulation 14A, not later than April 30, 2016, in connection with the registrant’s 2016 Annual Meeting of
Stockholders are incorporated herein by reference into Part III of this Annual Report on Form 10-K.




Edgar Filing: EXELIXIS, INC. - Form 10-K

Table of Contents

EXELIXIS, INC.
ANNUAL REPORT ON FORM 10-K

INDEX

PART 1
Item 1.
Item 1A.
Item 1B.
Item 2.
Item 3.
Item 4.
PART II

Item 5.

Item 6.
Item 7.
Item 7A.
Item 8.
Item 9.
Item 9A.
Item 9B.
PART III
Item 10.
Item 11.

Item 12.

Item 13.
Item 14.
PART IV
Item 15.

Business
Risk Factors
Unresolved Staff Comments

Properties
Legal Proceedings
Mine Safety Disclosures

Market for Registrant’s Common Equity. Related Stockholder Matters and Issuer Purchases of
Equity Securities

Selected Financial Data

Management’s Discussion and Analysis of Financial Condition and Results of Operations
Quantitative and Qualitative Disclosures About Market Risk

Financial Statements and Supplementary Data

Changes in and Disagreements With Accountants on Accounting and Financial Disclosure
Controls and Procedures

Other Information

Directors. Executive Officers and Corporate Governance

Executive Compensation

Security Ownership of Certain Beneficial Owners and Management and Related Stockholder
Matters

Certain Relationships and Related Transactions. and Director Independence

Principal Accounting Fees and Services

Exhibits. Financial Statement Schedules
SIGNATURES

Page

=l «) ) \o} \S]

P—il\o |\o |O\ |O\ |-l> |-l> |-l>
|Soooo.|>w-l>w —_

—
=
[—

—
=
(NS}

—
O
[\®)

—
=
[\S]

—
o=
98]

[—
-}
=

—
]
N




Edgar Filing: EXELIXIS, INC. - Form 10-K

Table of Contents

PART 1

Some of the statements under the captions “Risk Factors,” “Management’s Discussion and Analysis of Financial
Condition and Results of Operations” and “Business” and elsewhere in this Annual Report on Form 10-K are
forward-looking statements. These statements are based on our current expectations, assumptions, estimates and
projections about our business and our industry and involve known and unknown risks, uncertainties and other factors
that may cause our company’s or our industry’s results, levels of activity, performance or achievements to be materially
different from any future results, levels of activity, performance or achievements expressed or implied in, or
contemplated by, the forward-looking statements. Words such as “believe,” “anticipate,” “expect,” “intend,” “plan,” “focus,”
“assume,” “goal,” “objective,” “will,” “may,” “would,” “could,” “estimate,” “predict,” “target,” “potential,” “continue,” “encoi
negative of such terms or other similar expressions identify forward-looking statements. Our actual results and the
timing of events may differ significantly from the results discussed in the forward-looking statements. Factors that
might cause such a difference include those discussed in “Item 1A. Risk Factors™ as well as those discussed elsewhere in
this Annual Report on Form 10-K. These and many other factors could affect our future financial and operating

results. We undertake no obligation to update any forward-looking statement to reflect events after the date of this
report.

Exelixis has adopted a 52- or 53-week fiscal year that generally ends on the Friday closest to December 31st. Fiscal
year 2011, a 52-week year, ended on December 30, 2011, fiscal year 2012, a 23-week year, ended on December 28,
2012, fiscal year 2013, a 52-week year, ended on December 27, 2013, fiscal year 2014, a 53-week year, ended on
January 2, 2015, fiscal year 2015, a 52-week year, ended on January 1, 2016, and fiscal year 2016 will end on
December 30, 2016. For convenience, references in this report as of and for the fiscal years ended December 30, 2011,
December 28, 2012, December 27, 2013, January 2, 2015 and January 1, 2016, are indicated on a calendar year basis,
ended December 31, 2011, 2012, 2013, 2014 and 2015, respectively. The quarter ended January 2, 2015 is a 14-week
fiscal quarter; all other interim periods presented are 13-week fiscal quarters.

ITEM 1. BUSINESS

Overview

Exelixis, Inc. (“Exelixis,” “we,” “our” or “us”) is a biopharmaceutical company that discovers, develops and commercializes
small molecule therapies for the treatment of cancer. Our business focuses predominantly on the development and
commercialization of cabozantinib, an internally-discovered inhibitor of multiple receptor tyrosine kinases, in various
tumor indications. Cabozantinib is currently approved in the United States and European Union for the treatment of
progressive, metastatic medullary thyroid cancer, or MTC, and is marketed under the brand name COMETRIQ®.

In the past year, we obtained positive clinical results from our phase 3 pivotal trial METEOR (Metastatic RCC Phase

3 Study Evaluating Cabozantinib vs. Everolimus), suggesting that cabozantinib also has the potential to make a
meaningful difference in the lives of patients suffering from advanced renal cell carcinoma, or RCC, a serious form of
cancer with a significantly larger patient population than MTC. Following the positive results from METEOR, the

U.S. Food and Drug Administration, or FDA, granted Breakthrough Therapy and Fast Track designations for
cabozantinib in RCC. These data from METEOR ultimately formed the basis of a New Drug Application, or NDA,
submission to the FDA, which was completed in December 2015. On January 27, 2016, the FDA granted priority
review to the NDA, with a Prescription Drug User Fee Act, or PDUFA, action date of June 22, 2016. We are actively
preparing for a potential commercial launch of cabozantinib in advanced RCC, and we are now launch-ready, from a
staffing perspective, for this indication should a positive regulatory decision come in the United States.

In January 2016, our Marketing Authorization Application, or MAA, for cabozantinib as a treatment for patients with
advanced RCC who have received one prior therapy was accepted for review and granted accelerated assessment by

the European Medicines Agency, or EMA. On February 29, 2016, we entered into a collaboration and license
agreement with Ipsen Pharma SAS, or Ipsen, pursuant to which Ipsen has exclusive commercialization rights for
current and potential future cabozantinib indications outside of the United States, Canada and Japan. The companies
have agreed to collaborate on the development of cabozantinib for current and potential future indications. With

respect to remaining markets, we are evaluating opportunities to partner cabozantinib in Japan and intend to seek
regulatory approval for cabozantinib in Canada and commercialize the drug there ourselves.
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Beyond MTC and RCC, we are engaged in a broad development program to explore the clinical potential of
cabozantinib in additional tumor types. This program includes late stage trials that we conduct ourselves, such as
CELESTIAL (Cabozantinib Phase 3 Controlled Study In Hepatocellular Carcinoma), our phase 3 trial of cabozantinib
in advanced hepatocellular carcinoma, or HCC, and earlier stage trials conducted through our Cooperative Research
and Development Agreement, or CRADA, with the National Cancer Institute’s Cancer Therapy Evaluation Program,
or NCI-CTEP, or our
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investigator sponsored trial, or IST, program. We intend to use these earlier stage trials to prioritize our later stage
development program.

During 2015, there was also significant progress with respect to the clinical development, regulatory status and
commercial potential of certain of our partnered compounds. For example, cobimetinib, a compound we out-licensed
in 2006 to Genentech, Inc. (a member of the Roche Group), or Genentech, was approved by the FDA

on November 10, 2015, under the brand name COTELLIC™, in combination with vemurafenib, as a treatment for
patients with BRAF V600E or V600K mutation-positive advanced melanoma. COTELLIC in combination with
vemurafenib has also been approved in Switzerland, the European Union and Canada for use in the same indication.
Genentech has launched COTELLIC in these markets, and in the United States we contribute 25% of the sales force to
the commercialization effort. Pursuant to the terms of our collaboration agreement with Roche/Genentech for
cobimetinib, we are entitled to an initial equal share of U.S. profits and losses for cobimetinib, with our share
decreasing as sales increase. We are entitled to low double-digit royalties on ex-U.S. net sales. Cobimetinib is also
being evaluated in a broad development program comprising several clinical trials investigating cobimetinib in
combination with a variety of agents in multiple tumor types.

Our Strategy

Our primary objective is to build cabozantinib into a significant oncology franchise as a single agent, and potentially
in combination with other therapies. The strategy to achieve this objective comprises the following elements:
Capitalizing on the Opportunity for the Potential Commercialization of Cabozantinib in Advanced RCC.

The second and later-line RCC market is large and growing. Published studies suggest that these settings encompass
approximately 17,000 drug-eligible patients in the United States and 37,000 globally. However, only modest progress
has been made in treating this disease. Everolimus and axitinib, the most frequently prescribed treatment options for
patients suffering from second or later line RCC, were approved on the basis of modest improvements in progression
free-survival, or PFS. These agents did not demonstrate a benefit in overall survival, or OS. Despite this limitation,
however, these products continue to generate significant sales.

In November of 2015, the FDA approved nivolumab, an immune-oncology agent, for the treatment of patients with
RCC who have received prior anti-angiogenic therapy. FDA’s approval was based on nivolumab improving the
duration of OS as compared with everolimus; however, nivolumab did not show an improvement in the duration of
PFS, the measure of therapeutic benefit familiar to RCC-treating physicians based on the historic standard of care.

On February 1, 2016, we announced that a second interim analysis of OS, a secondary endpoint in the METEOR
pivotal trial, showed a highly statistically significant and clinically meaningful increase in OS for patients randomized
to cabozantinib as compared to everolimus. These data built upon previously reported positive results that
demonstrated that cabozantinib, as compared to everolimus, had nearly doubled PFS, the primary endpoint, and
showed a consistent benefit in objective response rate, or ORR. As a result, among all the existing agents evaluated in
large pivotal trials in patients with advanced RCC, including nivolumab, cabozantinib is the first and only therapy to
unequivocally demonstrate robust and statistically-significant improvements in all three key efficacy parameters of
OS, PFS, and ORR. Cabozantinib’s safety profile in the METEOR study was consistent with that of other tyrosine
kinase inhibitors, or TKIs, approved in RCC, and the rate of treatment discontinuation for adverse events unrelated to
disease progression was low and similar to that of everolimus. Based on the strength and consistency of the clinical
benefits demonstrated in the METEOR trial by cabozantinib, we believe that, if it is approved, physicians who treat
patients with advanced RCC may view cabozantinib as a therapeutic option that is uniquely differentiated from the
other medicines that are available or in late-stage development for this disease.

Given the strength of cabozantinib’s clinical profile in advanced RCC, we have rapidly expanded our
commercialization capabilities in anticipation of this medicine’s potential approvals in the United States and European
Union. In the United States, once approved, we intend to make cabozantinib accessible to previously treated patients
with advanced RCC with our own commercial efforts as quickly as possible. For territories outside the United States,
Canada and Japan, our collaboration with Ipsen, a company already engaged in global distribution of oncology
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medicines, will enable us to make the compound more broadly available around the world and fully capitalize on its
potential.
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*Exploring the Opportunity for Cabozantinib in Advanced HCC.

Published studies indicate that an estimated 700,000 new cases of HCC present each year worldwide, with 39,000 of
these cases resident in the United States. While, patients with localized disease may be candidates for surgery or other
therapies such as embolization, treatment options for advanced disease are limited. Currently, sorafenib is the only
approved agent for treatment of advanced, unresectable HCC. However, patients typically progress despite sorafenib
treatment, at which point there is no approved therapy available to them. While a number of vascular endothelial
growth factor, or VEGF, receptor targeting agents have been tested in phase 2/3 trials in the post-sorafenib setting,
none have shown benefit vs placebo. Thus, second-line advanced HCC represents an area of substantial unmet
medical need.

The receptor tyrosine kinase MET is the receptor for hepatocyte growth factor, and plays a crucial role in liver
development and regeneration. Expression of MET is elevated in HCC, particularly in metastatic HCC, and high MET
levels are associated with reduced OS and resistance to sorafenib treatment. In preclinical models, upregulation of
MET has been shown to drive escape from VEGF receptor inhibition, and to promote an increase in invasion and
metastases. Consistent with this, treatment of HCC patients with sorafenib can result in increases in tumor MET
expression. These findings provide a strong parallel with the RCC setting, where high levels of MET expression and
activation are also associated with poor prognosis and resistance to and escape from first-line treatment with VEGF
receptor inhibitors.

We believe that targeting both MET and VEGF receptors with cabozantinib in HCC may provide benefit in
second-line HCC by maintaining VEGF receptor inhibition while also targeting MET, which is thought to be a key
oncogenic and resistance pathway. In an initial test of this hypothesis, a cohort of HCC patients, including a subset
whose disease had progressed despite prior sorafenib treatment, was enrolled in our phase 2 randomized
discontinuation study, or RDT. Based on the encouraging data that emerged from this trial, we launched CELESTIAL,
our phase 3 pivotal trial comparing cabozantinib to placebo in patients with advanced HCC who had received previous
treatment with sorafenib. We anticipate top-line results from CELESTIAL in 2017.

*Developing Cabozantinib in Other Indications by Leveraging External Resources.

In an effort to broadly survey the activity of cabozantinib both as a single agent and in combination with other
therapies, we have engaged in a CRADA with NCI-CTEP and an IST program. This approach has enabled us to
investigate cabozantinib for the treatment of a wide variety of cancer indications in over 45 ongoing or planned
clinical trials. In this manner, we engage with leading clinicians in the United States and internationally to expand our
collective understanding of cabozantinib’s potential, while conserving our internal resources for late stage trials based
on the signals that may emerge from these earlier trials. We believe this staged approach to building cabozantinib’s
value with a far lesser upfront expenditure of funds has been rational and cost-effective. We expect results this year
from several clinical studies being conducted under our collaboration with NCI-CTEP, including a phase 2 trial
comparing cabozantinib to sunitinib in the first-line treatment of intermediate or poor risk RCC patients, a phase 1b
trial of cabozantinib plus nivolumab alone, or in combination with ipilimumab, in patients with genitourinary tumors,
including bladder cancer and RCC and a phase 2 trial evaluating single agent cabozantinib in recurrent endometrial
cancer.

Continuing to Execute Successfully on the COMETRIQ commercialization plan for MTC.

As COMETRIQ, cabozantinib is an important treatment option for patients suffering from progressive, metastatic
MTC. Although this patient population is relatively small, the COMETRIQ opportunity in MTC has afforded us
valuable commercialization experience, and revenue from COMETRIQ sales contributes to the working capital we
require to operate our day-to-day business activities. We therefore intend to continue to execute on our COMETRIQ
commercialization plans in the U.S. and internationally, with our collaboration partner, Ipsen, by promoting this
medicine’s use appropriately and ensuring that patients have access.

Beyond our efforts for cabozantinib, we are working with our corporate partners under the terms of our various
collaboration agreements to realize the potential value of the compounds and programs we have out-licensed to them.
In the aggregate, these partnered compounds could be of significant value to us if their development programs
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progress successfully. For additional information regarding our work with our corporate partners, please see the
section entitled Collaborations.
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Cabozantinib Development Program

Cabozantinib inhibits the activity of tyrosine kinases, including VEGF receptors, MET, AXL and RET. These receptor
tyrosine kinases are involved in both normal cellular function and in pathologic processes such as oncogenesis,
metastasis, tumor angiogenesis, and maintenance of the tumor microenvironment. We are evaluating cabozantinib in a
broad development program comprising over 45 ongoing or planned clinical trials across multiple indications. We are
the sponsor of some of those trials, including our two pivotal studies in advanced RCC and HCC, with the remaining
trials being conducted through our CRADA with NCI-CTEP or our IST program. Based on the widespread interest we
observe among clinical oncologists in taking part in further investigation of cabozantinib, we believe the drug’s
therapeutic profile continues to be attractive to this community as a potential improvement over existing therapies for
many types of cancer.

RCC

In July 2015, we announced positive results of METEOR, a phase 3 pivotal trial comparing cabozantinib in a tablet
formulation to everolimus in patients with advanced RCC who have experienced disease progression following
treatment with at least one prior VEGF receptor inhibitor. The METEOR results now offer us the potential
opportunity to commercialize cabozantinib in a market with a significantly larger patient population than that for
MTC. We have expanded our medical affairs and commercial capabilities so that we are in a position to execute
successfully on the potential RCC opportunity, while continuing to build a foundation that will permit us to take
advantage of potential future approved indications for cabozantinib.

METEOR was initiated in May 2013. The trial was designed to enroll 650 patients at approximately 200 sites. Patients
were stratified based on the number of prior VEGF receptor inhibitors received, and on commonly applied RCC risk
criteria. Patients were randomized 1:1 to receive 60 mg of cabozantinib daily or 10 mg of everolimus daily, and no
cross-over was allowed between the study arms. The METEOR trial was designed to provide adequate power to
assess both the primary endpoint of PFS, and the secondary endpoint of OS. The trial protocol specified that the
primary analysis of PFS would be conducted among the first 375 patients randomized while the secondary endpoint of
OS would be conducted among all 650 patients randomized. This design was employed to ensure sufficient follow up
and a PFS profile that would not be primarily weighted toward early events. Such disproportionate weighting of
events was a potential risk if the entire study population required for the secondary endpoint analysis of OS had also
served as the population for the primary analysis of PFS. On September 26, 2015, The New England Journal of
Medicine published the complete, detailed positive top-line results from the primary analysis of METEOR, and these
results were also presented during the Presidential Session I at the European Cancer Congress 2015. The trial met its
primary endpoint, demonstrating a statistically significant increase in PFS for cabozantinib, as determined by an
independent radiology review committee, or IRRC, among the first 375 patients enrolled. The median PFS was 7.4
months for the cabozantinib arm versus 3.8 months for the everolimus arm, and the hazard ratio [HR] was 0.58 (95%
confidence interval [CI] 0.45-0.75, p<001), corresponding to a 42% reduction in the rate of disease progression or
death for cabozantinib compared to everolimus. The trial also showed a strong positive trend for the secondary
endpoint of OS, although at the time of the July 2015 interim analysis, the p-value to achieve statistical significance
was not reached. On February 1, 2016, we announced that in a second interim analysis for OS, the results showed a
highly statistically significant and clinically meaningful increase in OS for patients randomized to cabozantinib as
compared to everolimus.

In January 2016, an analysis of PFS among all 658 patients enrolled was presented at the 2016 Genitourinary Cancers
Symposium, and revealed consistent results with the primary analysis showing a median PFS of 7.4 months for the
cabozantinib arm versus 3.9 months for the everolimus arm, and a HR of 0.52 (95% CI 0.43-0.64, p<0.001),
corresponding to a 48% reduction in the rate of disease progression or death for cabozantinib as compared to
everolimus. In addition, subgroup analyses for PFS showed consistent beneficial effect of cabozantinib versus
everolimus; subgroups included: ECOG performance status; commonly applied RCC risk groups as described by
Motzer et al.; organ involvement, including bone and visceral metastases and overall tumor burden; extent and type of
prior VEGF receptor inhibitor therapy; and prior PD-1/PD-L1 therapy. For patients without prior PD-1/PD-L1
therapy, median PFS was 7.4 months for cabozantinib and 3.9 months for everolimus (HR = 0.54, 95% CI 0.44-0.66).
For patients who had received prior PD-1/PD-L1 therapy, the median PFS for cabozantinib was not reached, and the
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median PFS for everolimus was 4.1 months (HR = 0.22, 95% CI 0.07-0.65). Subgroup analyses for ORR also showed
consistent benefit for cabozantinib as compared to everolimus. A review of adverse events, or AEs, demonstrated that
the frequency of AEs of any grade regardless of causality was approximately balanced between study arms, and the
rate of treatment discontinuation due to adverse events was 9% and 10% for cabozantinib and everolimus,
respectively.

On the basis of the data from the METEOR trial, we completed the submission of our rolling NDA with the FDA in
December 2015, and on January 27, 2016, the FDA granted priority review to the NDA, with a PDUFA action date of
June 22, 2016. The FDA previously granted both Breakthrough Therapy and Fast Track designations to cabozantinib
for the treatment of patients with advanced RCC who have received one prior therapy. In January 2016, the EMA
accepted for review our MAA for cabozantinib as a treatment for patients with advanced RCC who have received one
prior therapy. The EMA’s Committee for
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Medicinal Products for Human Use previously granted accelerated assessment to cabozantinib for RCC, and as a
result, our MAA will be eligible for accelerated review.

We have designed our commercial and medical affairs organizations and strategic commercial approach to maintain
flexibility in response to market opportunities. In the United States, we have increased our sales, marketing, medical
affairs and distribution capabilities and we are now ready, from a staffing perspective, to launch cabozantinib for the
treatment of patients with advanced RCC. Internationally, our collaboration with Ipsen provides us with the ability to
capitalize on cabozantinib’s international clinical and commercial potential.

HCC

The most advanced clinical program for cabozantinib beyond progressive, metastatic MTC and advanced RCC is
focused on the treatment of advanced HCC. Based on the encouraging data that emerged from a cohort of HCC
patients treated with cabozantinib in our phase 2 RDT, we launched CELESTIAL, our phase 3 pivotal trial comparing
cabozantinib to placebo in patients with advanced HCC who had received previous treatment with sorafenib. The trial
is designed to enroll 760 patients at approximately 200 sites. Patients are being randomized 2:1 to receive 60 mg of
cabozantinib daily or placebo. The primary endpoint for CELESTIAL is OS, and the secondary endpoints include
ORR and PFS. We anticipate top-line results from CELESTIAL in 2017.

Trials Conducted through our CRADA with NCI-CTEP and our IST Program

We have initiated or are evaluating the initiation of pivotal trials exploring cabozantinib’s potential in other tumor
types, based on our belief that these investigations will increase the value of the cabozantinib asset, spread the
development and commercialization risk for cabozantinib across multiple opportunities, and eventually enhance future
revenue growth. Our CRADA with NCI-CTEP, which commenced in November 2011, and our IST program initiated
in October 2010 have enabled us to expand the cabozantinib development program beyond our internal development
efforts. We intend to continue to expand the cabozantinib development program based on encouraging interim data
that emerge from these programs, in addition to data that have emerged from our phase 2 RDT. Objective tumor
responses have been observed in patients treated with cabozantinib in more than 20 individual tumor types
investigated in phase 1 and 2 clinical trials to date, reflecting the medicine’s broad clinical potential. In addition, we
have observed resolution of metastatic bone lesions on bone scan in patients with metastatic castration-resistant
prostate cancer, or mCRPC, metastatic breast cancer or melanoma in the RDT, in patients with RCC or differentiated
thyroid cancer in a phase 1 clinical trial, and in patients with bladder cancer in an NCI-CTEP-sponsored phase 2
clinical trial.

To support the future development of cabozantinib, our Medical Affairs department is responsible for responding to
unsolicited physician inquiries with appropriate scientific and medical education and information, supporting
scientific presentations and publications, and overseeing the IST process. Our IST program helps us to continue to
evaluate cabozantinib across a broad range of tumor types, including non-small cell lung cancer, or NSCLC, bladder
cancer, melanoma, breast cancer, differentiated thyroid cancer and others, to support further prioritization of our
clinical and commercial options.

NSCLC

In November 2014, we announced positive top-line results from a randomized phase 2 trial of cabozantinib and
erlotinib alone or in combination as second- or third-line therapy in patients with stage IV EGFR wild-type NSCLC.
This trial (Study E1512) is sponsored through our CRADA with NCI-CTEP. Study E1512 was designed and is being
conducted by the ECOG-ACRIN Cancer Research Group. Study E1512 enrolled 125 patients with EGFR wild-type
metastatic NSCLC who had received at least one or two prior chemotherapy regimens; of these, 113 patients were
evaluable for efficacy and 118 patients were evaluable for safety. Patients were randomized 1:1:1 to receive erlotinib
(150 mg daily), cabozantinib (60 mg daily), or the combination of erlotinib plus cabozantinib (150 mg plus 40 mg
daily).

On May 31, 2015, positive results from this trial were reported at the American Society of Clinical Oncology, or
ASCO, 2015 Congress. The study met its primary endpoint, demonstrating significant increases in PFS for
cabozantinib and the combination of cabozantinib plus erlotinib when individually compared to the erlotinib arm. The
median PFS for the combination of cabozantinib and erlotinib was 4.7 months versus 1.9 months for erlotinib alone, a
more than two-fold increase that corresponds to a 65% reduction in the risk of disease worsening (HR=0.35, 80% CI
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0.23-0.52, p=0.0005). The median PFS for cabozantinib monotherapy was 4.2 months versus 1.9 months for erlotinib
alone, and the HR was 0.38 (80% CI 0.27-0.55, p=0.0004), corresponding to a 62% reduction in the rate of disease
worsening. OS was a secondary endpoint of the trial. Median OS was 13.3 months for the combination of
cabozantinib and erlotinib, and 9.2 months for cabozantinib alone, as compared to 4.1 months for erlotinib alone.
When individually compared to the erlotinib arm, HR for OS was 0.44 (p=0.004), corresponding to a 56% reduction
in the rate of death for the combination of cabozantinib plus erlotinib, and 0.59 (p=0.03), corresponding to a 41%
reduction in the rate of death for the cabozantinib monotherapy arm. ORR, another secondary
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endpoint, was 8% for the combination arm (2 partial responses [PR]), 14% (4 PRs) for the cabozantinib monotherapy
arm, and 3% (1 PR) for the erlotinib arm. Stable disease as a best response was observed in 47% of patients in the
combination arm and 42% in the cabozantinib monotherapy arm, compared with 17% in the erlotinib arm. One
hundred and eighteen patients were evaluable for safety. The most common treatment-related adverse events, or AEs,
grade 3 or higher, for the combination arm (n=39) were: diarrhea (27%), fatigue (15%), and syncope (8%). For the
cabozantinib monotherapy arm, the most common AEs, grade 3 or higher, were: hypertension (26%), fatigue (15%),
mucositis (10%) and thromboembolic events (8%). The most common AEs, grade 3 or higher, for the erlotinib arm
were fatigue (12%) and diarrhea (8%). Overall, the rate of grade 3 or higher adverse events was 72% in the
combination arm and 67% in the cabozantinib monotherapy arm, compared with the erlotinib arm (35%).

Informed by these clinical results, we are actively working with clinical collaborators to explore cabozantinib’s further
development in NSCLC, including potential combination approaches with immune-oncology agents.

Other Cancer Indications

Clinical trials approved to date under the CRADA include the following:

Phase 2 or phase 1/2 clinical trials to help prioritize future pivotal trials of cabozantinib in disease settings where there
is substantial unmet medical need and in which cabozantinib has previously demonstrated clinical activity, consisting
of randomized phase 2 clinical trials in first line RCC (CABOSUN), ocular melanoma, prostate cancer and
second/third line EGFR-wt NSCLC;

Additional phase 2 or phase 1/2 clinical trials to explore cabozantinib’s potential utility in other tumor types, including
endometrial cancer, bladder cancer, sarcomas, NSCLC (EGFR-activating mutation positive), differentiated thyroid
cancer, triple-negative breast cancer, hormone-receptor-positive breast cancer, cutaneous melanoma (molecularly
selected patients), pancreatic neuroendocrine and carcinoid tumors. Positive results in these indications could lead to
further study in randomized phase 2 or phase 3 clinical trials; and

Additional phase 1 clinical trials to further evaluate cabozantinib, consisting of a combination trial of cabozantinib
and immune-oncology agents (nivolumab with or without ipilumumab) in genitourinary tumors, a trial to evaluate the
safety and pharmacokinetics of cabozantinib in pediatric patients, and a trial of cabozantinib in patients with advanced
solid tumors and human immunodeficiency virus.

Commencement of each of the proposed trials approved under the CRADA is subject to protocol development and
satisfaction of certain other conditions. The proposed trials approved under the CRADA will be conducted under an
investigational new drug, or IND, application held by NCI-CTEP. We believe our CRADA reflects a major
commitment by NCI-CTEP to support the broad exploration of cabozantinib’s potential in a wide variety of cancers,
each representing a substantial unmet medical need. NCI-CTEP provides funding for as many as 20 active clinical
trials each year for a five-year period. We believe the agreement will enable us to broadly expand the cabozantinib
development program in a cost-efficient manner.

We expect results this year from the following clinical studies being conducted under our collaboration with
NCI-CTEP:

CABOSUN, the randomized phase 2 trial comparing cabozantinib to sunitinib in the treatment of intermediate or poor
risk first-line RCC patients, which completed enrollment in early 2015 and is being conducted by The Alliance for
Clinical Trials in Oncology;

A phase 1b trial of cabozantinib plus nivolumab alone, or in combination with ipilimumab, in patients with
genitourinary tumors, including bladder cancer and RCC; and

A phase 2 trial evaluating single agent cabozantinib in recurrent endometrial cancer.

Cabozantinib is also being evaluated in a variety of indications under our IST program. Patients have enrolled in 28
trials, 18 of which are currently accruing patients. An additional study is expected to initiate accrual soon.
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COMETRIQ (cabozantinib) capsules for MTC

MTC is a rare form of thyroid cancer. We currently estimate that there are between 500 and 700 first and second line
metastatic MTC patients diagnosed in the United States each year who will be eligible for COMETRIQ. Following
FDA approval on November 29, 2012, COMETRIQ capsules became commercially available in the United States in
January 2013. In March 2014, the European Commission granted COMETRIQ conditional marketing authorization
for the treatment of adult patients with progressive, unresectable locally advanced or metastatic MTC.

EXAM Pivotal Trial

COMETRIQ'’s safety and efficacy were assessed in an international, multi-center, randomized double-blinded
controlled trial of 330 patients with progressive, metastatic MTC, known as EXAM (Efficacy of XL184
(Cabozantinib) in Advanced Medullary Thyroid Cancer). Patients were required to have evidence of actively
progressive disease within 14 months prior to study entry. This assessment was performed by an IRRC, in 89% of
patients and by the treating physicians in 11% of patients. Patients were randomized 2:1 to receive COMETRIQ 140
mg (n =219) or placebo (n = 111) orally, once daily until disease progression determined by the treating physician or
until intolerable toxicity. Randomization was stratified by age (< 65 years vs. > 65 years) and prior use of a TKI. No
cross-over was allowed at the time of progression. The primary endpoint was to compare PES in patients receiving
COMETRIQ versus patients receiving placebo. Secondary endpoints included ORR and OS. The main efficacy
outcome measures of PFS, ORR and response duration were based on IRRC-confirmed events using modified
Response Evaluation Criteria in Solid Tumors (RECIST), which is a widely used set of rules that define when cancer
patients improve (“respond”), stay the same (‘“‘stabilize”) or worsen (“progress”) during treatments.

EXAM served as the basis for the regulatory approval of COMETRIQ in the United States and European Union. A
statistically significant prolongation in PFS was demonstrated among COMETRIQ-treated patients compared to those
receiving placebo [HR 0.28 (95% CI: 0.19-0.40); p<0.0001], with median PFS of 11.2 months in the COMETRIQ arm
and 4.0 months in the placebo arm. Partial responses were observed only among patients in the COMETRIQ arm
(27% vs. 0%; p<0.0001). The median duration of objective response was 14.7 months (95% CI: 11.1-19.3) for patients
treated with COMETRIQ. In November 2014, we announced completion of the OS analysis, the secondary endpoint
of the study. Consistent with an earlier interim analysis, there was no statistically significant difference in OS between
the treatment arms. The median OS was 26.6 months for the COMETRQ arm and 21.1 months for the placebo arm
(HR =0.85; 95% CI 0.64-1.12; p = 0.2409). The subgroup analysis by RET M918T mutation status, a known negative
prognostic factor in MTC, revealed a large improvement in OS of 25.4 months for COMETRIQ-treated patients
positive for the RET M918T mutation; the median OS was 44.3 months for the COMETRIQ arm and 18.9 months for
the placebo arm (HR = 0.60; 95% CI 0.38-0.95; p = 0.026, not adjusted for multiple subgroup testing). We presented
the final results at the ASCO 2015 Congress and submitted the results to regulatory authorities to satisfy
post-marketing commitments.

Post-marketing Commitments

In connection with the approval of COMETRIQ for the treatment of progressive, metastatic MTC, we are subject to
the following post-marketing requirements:

A clinical study comparing a lower dose of COMETRIQ with the labeled dose of 140 mg. This study is evaluating
safety and PFS in progressive, metastatic MTC patients.

Submission of the OS analysis from the EXAM study (see above).

Two clinical pharmacology studies assessing the pharmacokinetics of COMETRIQ, one to address the effect of
administering COMETRIQ in conjunction with agents that increase gastric pH such as proton pump inhibitors, and
the other study to assess the pharmacokinetics of COMETRIQ in patients with hepatic impairment. Both studies have
been completed.

Four non-clinical studies to further assess the carcinogenicity, mutagenicity and teratogenicity of COMETRIQ. The
mutagenicity and teratogenicity studies and one of the two carcinogenicity studies have been completed.
Commercialization

We market COMETRIQ in the United States using an internal commercial team.

To help ensure that all eligible progressive, metastatic MTC patients have appropriate access to COMETRIQ, we have
established a comprehensive reimbursement and support program called Exelixis Access Services. Through Exelixis
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Access Services, we: provide co-pay assistance to qualified, commercially insured patients to help minimize
out-of-pocket costs; provide free drug to uninsured patients who meet certain clinical and financial criteria; and make
contributions to an independent co-pay assistance charity to help patients who do not qualify for our co-pay assistance
program. In addition, Exelixis Access Services is designed to provide comprehensive reimbursement support services,
such as prior authorization
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support, benefits investigation and, if needed, appeals support. COMETRIQ is distributed in the United States
exclusively through Diplomat Specialty Pharmacy, an independent specialty pharmacy that allows for efficient
delivery of the medication by mail directly to patients.

To respond to external inquiries regarding the appropriate clinical use of COMETRIQ, our Medical Affairs
department is responsible for responding to physician inquiries with regularly updated and well-substantiated
scientific, medical education and information.

COMETRIQ in the European Union

In February 2009, COMETRIQ received orphan drug designation in the European Union from the Committee for
Orphan Medicinal Products for the treatment of MTC. The European Commission granted COMETRIQ conditional
approval for the treatment of adult patients with progressive, unresectable, locally advanced or metastatic MTC in
March 2014.

During 2013, we entered into an agreement with Swedish Orphan Biovitrum, or Sobi, to support the distribution and
commercialization of COMETRIQ for the approved MTC indication primarily in the European Union, Switzerland,
Norway, Russia and Turkey, and potentially other countries in the event that COMETRIQ is approved for commercial
sale in such jurisdictions. In January 2015, the parties amended and restructured their agreement, which was due to
expire on December 31, 2015, extending its term to December 31, 2019. The agreement remains limited to the
approved MTC indication in the indicated territories, and we continue to maintain commercial rights for all other
potential cabozantinib oncology indications on a global basis. Under the amended terms, however, our payments to
Sobi transitioned from fixed fees paid by Exelixis to Sobi to support initial build out of the COMETRIQ European
infrastructure to a sales margin-based approach.

The terms of our commercialization agreement with Sobi provide us with the ability to terminate the agreement at will
upon payment of certain pre-determined termination fees. In connection with the establishment of our collaboration
with Ipsen, we intend to provide Sobi with notice of termination and following a transition period, Ipsen will become
responsible for the continued distribution and commercialization of COMETRIQ for the approved MTC indication in
territories currently supported by Sobi and potentially other countries in the event that COMETRIQ is approved for
commercial sale in such territories.

Named Patient Use Program

Through our agreement with Sobi, we established the infrastructure to make COMETRIQ available upon request
under a named patient use, or NPU, program in countries of the European Union and in other regions outside of the
United States where it is not yet commercially approved. An NPU program provides access to drugs unapproved in
that country, but approved elsewhere, for a single patient or a group of patients in a particular country.

Following a transition period our NPU program will be transferred to Ipsen.

XL888

XL888 is an Exelixis-discovered highly potent small molecule oral inhibitor of Heat Shock Protein 90 (HSP90), a
molecular chaperone protein that affects the activity and stability of a range of key regulatory proteins, including
kinases such as BRAF, MET and VEGFR2, which are implicated in cancer cell proliferation and survival. After
completing phase 1 testing of the compound, we deprioritized XL888 and our other pipeline assets to focus our
limited resources on our lead compound, cabozantinib. Investigators at the H. Lee Moffitt Cancer Center went on to
conduct additional preclinical work showing activity of XL.888 in vemurafenib-resistant melanoma models, the results
of which provided the rationale for the initiation of an investigator-sponsored phase 1 trial conducted by investigators
at the Moffitt Cancer Center.

In November 2014, we announced positive preliminary results from this phase 1 trial, which evaluated the safety and
activity of XL888 in combination with vemurafenib in patients with unresectable stage III/IV BRAF V600
mutation-positive melanoma. The primary endpoint of the trial was to determine the safety and tolerability of the
combination, including determination of a maximum tolerated dose, or MTD, for XL.888. Secondary endpoints
included objective response rate (RECIST-1 criteria), estimates of PFS and OS, and analysis of pharmacodynamic
biomarkers. The trial had enrolled fifteen subjects, and at the time of data cut-off, objective tumor regression was
observed in 11 of 12 response-evaluable patients (two complete responses and nine partial responses), for an objective
response rate of 92%. Safety data for the combination identified tolerable dose levels of XI1.888 with full dose
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vemurafenib.

Based on these results, as well as findings from coBRIM, the phase 3 pivotal trial of cobimetinib, an
Exelixis-discovered MEK inhibitor, and vemurafenib in previously untreated metastatic melanoma patients with a
BRAF V600E or V600K mutation, investigators at the Moffitt Cancer Center plan to initiate a phase 1b IST of the
triple combination of vemurafenib, cobimetinib, and XL888 in a similar patient population.
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Collaborations

Cabozantinib Collaboration

On February 29, 2016, we entered into a collaboration and license agreement with Ipsen for the commercialization
and further development of cabozantinib. Pursuant to the terms of this agreement, Ipsen will have exclusive
commercialization rights for current and potential future cabozantinib indications outside of the United States, Canada
and Japan. The companies have agreed to collaborate on the development of cabozantinib for current and potential
future indications.

The parties’ efforts will be governed through a joint steering committee and appropriate subcommittees established to
guide and oversee the collaboration’s operation and strategic direction; provided, however, that we will retain final
decision-making authority with respect to cabozantinib’s ongoing development. The agreement anticipates the transfer
to Ipsen of sponsorship of our MAA for cabozantinib in RCC, currently on file with the EMA. It also anticipates
transfer of Marketing Authorization Holder status for COMETRIQ for the MTC indication approved in the European
Union to Ipsen and the transition of rights regarding COMETRIQ outside the United States from Sobi, our current
international partner for COMETRIQ, to Ipsen, in accordance with the terms of our agreement with Sobi.

In consideration for the exclusive license and other rights contained in the agreement, Ipsen will pay us an upfront
payment of $200.0 million. We will be eligible to receive regulatory milestones, including a $60.0 million milestone
payment upon approval of cabozantinib by the EMA in second-line RCC and milestone payments of $10.0 million
upon the filing and $40.0 million upon the approval of cabozantinib in second-line HCC, as well as additional
regulatory milestones payments for potential further indications. The agreement also provides that we will be eligible
to receive payments of up to $545.0 million associated with potential commercial milestone payments, including two
$10.0 million milestone payments upon the launch of the product in the first two of the following countries: Germany,
France, Italy, Spain and the United Kingdom. Exelixis will also receive royalties on net sales of cabozantinib outside
of the United States, Canada and Japan. We will receive a 2% royalty on the initial $50 million of net sales, and 12%
royalty on the next $100 million of net sales. After this initial period, Exelixis will receive a tiered royalty of 22% to
26% on annual net sales. These tiers will reset each calendar year. Exelixis is responsible for funding cabozantinib
related development costs for existing trials; development costs for potential future trials will be shared between the
parties, with Ipsen to reimburse us for 35% of such costs. Pursuant to the terms of the agreement, we will remain
responsible for the manufacture and supply of cabozantinib for all development and commercialization activities
under the collaboration. As part of the collaboration, we entered into a supply agreement which provides that through
the end of the second quarter of 2018, we will supply finished, labeled product to Ipsen for distribution in the
territories outside of the United States, Canada and Japan, and from the end of the second quarter of 2018 forward, we
will supply primary packaged bulk tablets to Ipsen.

Unless terminated earlier, the agreement has a term that continues, on a product-by-product and country-by-country
basis, until the latter of (i) the expiration of patent claims related to cabozantinib, (ii) the expiration of regulatory
exclusivity covering cabozantinib or (iii) ten years after the first commercial sale of cabozantinib, other than
COMETRIQ. The agreement may be terminated for cause by either party based on uncured material breach by the
other party, bankruptcy of the other party or for safety reasons. We may terminate the agreement if Ipsen challenges or
opposes any patent covered by the agreement. Ipsen may terminate the agreement if the FDA or EMA orders or
requires substantially all cabozantinib clinical trials to be terminated or if the EMA refuses to approve our MAA for
cabozantinib in advanced RCC in such region. Ipsen also has the right to terminate the agreement on a
region-by-region basis after the first commercial sale of cabozantinib in advanced RCC in the given region. Upon
termination by either party, all licenses granted by us to Ipsen will automatically terminate, and, except in the event of
a termination by Ipsen for our material breach, the licenses granted by Ipsen to us shall survive such termination and
shall automatically become worldwide, or, if Ipsen terminated only for a particular region, then for the terminated
region. Following termination by us for Ipsen’s material breach, or termination by Ipsen without cause or because we
undergo a change of control by a party engaged in a competing program, Ipsen is prohibited from competing with us
for a period of time.
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Cobimetinib Collaboration
Our second most advanced asset is cobimetinib (GDC-0973/XL518) which we discovered. Cobimetinib is a potent,
highly selective inhibitor of MEK, a kinase that is a component of the RAS/RAF/MEK/ERK pathway. This pathway
mediates signaling downstream of growth factor receptors, and is prominently activated in a wide variety of human
tumors. In December 2006, we out-licensed the development and commercialization of cobimetinib to Genentech
pursuant to a worldwide collaboration agreement. The FDA approved cobimetinib in the United States under the
brand name COTELLIC on November 10, 2015. It is indicated in combination with vemurafenib as a treatment for
patients with BRAF V600E or V600K mutation-positive advanced melanoma. COTELLIC in combination with
vemurafenib has also been approved in Switzerland, the European Union and Canada for use in the same indication.
Genentech paid upfront and milestone payments of $25.0 million in December 2006 and $15.0 million in January
2007 upon signing of the collaboration agreement and with the submission of the IND application for cobimetinib.
Under the terms of the agreement, we were responsible for developing cobimetinib through the determination of the
maximum-tolerated dose, or MTD in a phase 1 clinical trial, and Genentech had the option to co-develop cobimetinib,
which Genentech could exercise after receipt of certain phase 1 data from us. In March 2008, Genentech exercised its
option to co-develop cobimetinib, triggering a payment to us of $3.0 million. In March 2009, we granted to Genentech
an exclusive worldwide revenue-bearing license to cobimetinib, at which point Genentech became responsible for
completing the phase 1 clinical trial and subsequent clinical development. We received an additional $7.0 million
payment in March 2010.
In July 2014, we announced positive top-line results from coBRIM, the phase 3 pivotal trial conducted by Genentech
evaluating cobimetinib in combination with vemurafenib in previously untreated patients with unresectable locally
advanced or metastatic melanoma harboring a BRAF V600E or V600K mutation. Data were subsequently presented
at European Society for Medical Oncology in September 2014. The trial met its primary endpoint of demonstrating a
statistically significant increase in investigator-determined PFS. The median PFS was 9.9 months for the combination
of cobimetinib and vemurafenib versus 6.2 months for vemurafenib alone (HR=0.51, 95 percent CI 0.39-0.68;
p<0.0001), demonstrating the combination reduced the risk of the disease worsening by half (49 percent). The median
PES as established by an IRRC, a secondary endpoint, was 11.3 months for the combination arm compared to 6.0
months for the control arm (HR=0.60, 95 percent CI 0.45-0.79; p=0.0003). Objective response rate, another secondary
endpoint, was 68% for the combination versus 45% for vemurafenib alone (p<0.0001). Updated results for PFS and
ORR from coBRIM were presented at the 2015 Annual Meeting of the ASCO and showed a median PFS of 12.3
months for vemurafenib plus cobimetinib versus 7.2 months for vemurafenib alone (HR=0.58, 95 percent CI
0.46-0.72) and an ORR of 70% for the combination of vemurafenib and cobimetinib versus 50% for vemurafenib
alone. In November 2015, we announced that the coBRIM trial also met its OS secondary endpoint, demonstrating a
statistically significant increase in OS for the combination of cobimetinib and vemurafenib compared to vemurafenib
monotherapy. The median OS was 22.3 months for the combination of cobimetinib and vemurafenib versus 17.4
months for vemurafenib alone, corresponding to a 30% reduction in the rate of death for the combination as compared
to vemurafenib alone (HR=0.70, 95 percent CI 0.55-0.90, p= 0.005). The safety profile of the combination was
consistent with that observed in a previous study.
coBRIM served as the basis for the regulatory approval of COTELLIC in combination with vemurafenib as a
treatment for patients with BRAF V600E or V600K mutation-positive advanced melanoma in the United States,
Switzerland, the European Union and Canada.
In addition to the coBRIM trial, additional Phase 1 and Phase 2 clinical trials are ongoing studying the combination of
cobimetinib with a variety of agents in multiple tumor types. These include:
The combination of cobimetinib and vemuarfenib in additional melanoma patient populations and settings;
A phase 2 trial of cobimetinib in combination with paclitaxel in triple negative breast cancer; and

Phase 1 studies of cobimetinib in combination with atezolizumab in melanoma, NSCLC and colorectal cancer,
. in combination with MEHD7945A in KRAS mutant solid tumors including NSCLC and colorectal cancer and

in combination with GDC-0994 in advanced metastatic solid tumors.
A complete listing of all ongoing trials can be found at www.clinicaltrials.gov.
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Under the terms of our collaboration agreement with Genentech for cobimetinib, we are entitled to a share of U.S.
profits and losses for cobimetinib. The profit share has multiple tiers: we are entitled to 50% of profits and losses from
the first $200 million of U.S. actual sales, decreasing to 30% of profits and losses from U.S. actual sales in excess of
$400 million. We are entitled to low double-digit royalties on ex-U.S. net sales. In November 2013, we exercised an
option under the collaboration agreement to co-promote in the United States, if commercialized. Following the
approval of COTELLIC in the
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United States in November 2015, we began fielding 25% of the sales force promoting COTELLIC in combination
with vemurafenib as a treatment for patients with BRAF V600E or V600K mutation-positive advanced melanoma.
We believe that cobimetinib has the potential to provide us with a second meaningful source of revenue. Our
objective, therefore, is to continue to work with Genentech on the execution of the U.S. COTELLIC commercial plan
and maximize the revenue potential of cobimetinib under our collaboration with Genentech. We have accrued for our
COTELLIC expense obligations under the collaboration agreement, but are in discussions with Genentech over the
level and type of expenses that have been allocated to COTELLIC under the collaboration.

Other Collaborations

We have established collaborations with other leading pharmaceutical and biotechnology companies, including,
Bristol-Myers Squibb Company, or Bristol-Myers Squibb, Sanofi, Merck (known as MSD outside of the United States
and Canada) and Daiichi Sankyo Company Limited, or Daiichi Sankyo, for various compounds and programs in our
portfolio. Pursuant to these collaborations, we have fully out-licensed compounds or programs to a partner for further
development and commercialization. We have no further development cost obligations under our collaborations and
may be entitled to receive milestones and royalties, or in the case of cobimetinib, a share of profits (or losses) from
commercialization.

With respect to our partnered compounds, other than cabozantinib and cobimetinib, we are eligible to receive potential
contingent payments totaling approximately $2.3 billion in the aggregate on a non-risk adjusted basis, of which 10%
are related to clinical development milestones, 42% are related to regulatory milestones and 48% are related to
commercial milestones, all to be achieved by the various licensees, which may not be paid, if at all, until certain
conditions are met.

Bristol-Myers Squibb - ROR Collaboration Agreement

In October 2010, we entered into a worldwide collaboration with Bristol-Myers Squibb pursuant to which each party
granted to the other certain intellectual property licenses to enable the parties to discover, optimize and characterize
ROR antagonists that may subsequently be developed and commercialized by Bristol-Myers Squibb. In November
2010, we received a nonrefundable upfront cash payment of $5.0 million from Bristol-Myers Squibb. Additionally, for
each product developed by Bristol-Myers Squibb under the collaboration, we will be eligible to receive payments
upon the achievement by Bristol-Myers Squibb of development and regulatory milestones of up to $252.5 million in
the aggregate and commercialization milestones of up to $150.0 million in the aggregate, as well as royalties on
commercial sales of any such products. The collaboration agreement was amended and restated in April 2011 in
connection with an assignment of patents to a wholly-owned subsidiary.

Under the terms of the collaboration agreement, we were responsible for activities related to the discovery,
optimization and characterization of the ROR antagonists during the collaborative research period. In July 2011, we
earned a $2.5 million milestone payment for achieving certain lead optimization criteria. The collaborative research
period began on October 8, 2010 and ended on July 8, 2013. Since the end of the collaborative research period,
Bristol-Myers Squibb has and will continue to have sole responsibility for any further research, development,
manufacture and commercialization of products developed under the collaboration and will bear all costs and
expenses associated with those activities.

Bristol-Myers Squibb may, at any time, terminate the collaboration agreement upon certain prior notice to us on a
product-by-product and country-by-country basis. In addition, either party may terminate the agreement for the other
party’s uncured material breach. In the event of termination by Bristol-Myers Squibb at will or by us for Bristol-Myers
Squibb’s uncured material breach, the license granted to Bristol-Myers Squibb would terminate, the right to such
product would revert to us and we would receive a royalty-bearing license for late-stage reverted compounds and a
royalty-free license for early-stage reverted compounds from Bristol-Myers Squibb to develop and commercialize
such product in the related country. In the event of termination by Bristol-Myers Squibb for our uncured material
breach, Bristol-Myers Squibb would retain the right to such product, subject to continued payment of milestones and
royalties.

Bristol-Myers Squibb - LXR Collaboration

In December 2005, we entered into a collaboration agreement with Bristol-Myers Squibb for the discovery,
development and commercialization of novel therapies targeted against LXR, a nuclear hormone receptor implicated
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in a variety of cardiovascular and metabolic disorders. This agreement became effective in January 2006, at which
time we granted Bristol-Myers Squibb an exclusive worldwide license with respect to certain intellectual property
primarily relating to compounds that modulate LXR, including BMS-852927 (XL041). During the research term, we
jointly identified drug candidates with Bristol-Myers Squibb that were ready for IND-enabling studies. After the
selection of a drug candidate for further clinical development by Bristol-Myers Squibb, Bristol-Myers Squibb agreed
to be solely responsible for further preclinical development as well as clinical development, regulatory, manufacturing
and sales/marketing activities for the selected drug candidate. We do not have rights to reacquire the drug candidates
selected by Bristol-Myers Squibb. The research
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term expired in January 2010 and we transferred the technology to Bristol-Myers Squibb in 2011 to enable it to
continue the LXR program. BMS has terminated development of XLL0O41 and we have been advised that BMS is
continuing additional preclinical research on the program. The collaboration agreement was amended and restated in
April 2011 in connection with an assignment of patents to a wholly-owned subsidiary.

Under the collaboration agreement, Bristol-Myers Squibb paid us a nonrefundable upfront cash payment in the
amount of $17.5 million and was obligated to provide research and development funding of $10.0 million per year for
an initial research period of two years. In September 2007, the collaboration was extended at Bristol-Myers Squibb’s
request through January 12, 2009, and in November 2008, the collaboration was further extended at Bristol-Myers
Squibb’s request through January 12, 2010. Under the collaboration agreement, Bristol-Myers Squibb is required to
pay us contingent amounts associated with development and regulatory milestones of up to $138.0 million per product
for up to two products from the collaboration. In addition, we are also entitled to receive payments associated with
sales milestones of up to $225.0 million and royalties on sales of any products commercialized under the
collaboration. In connection with the extension of the collaboration through January 2009 and subsequently through
January 2010, Bristol-Myers Squibb paid us additional research funding of approximately $7.7 million and
approximately $5.8 million, respectively. In December 2007, we received $5.0 million in connection with the
achievement by Bristol-Myers Squibb of a development milestone with respect to BMS-852927 (XL041).

Sanofi

In May 2009, we entered into a global license agreement with Sanofi for SAR245408 (XL147) and SAR245409
(XL765), leading inhibitors of phosphoinositide-3 kinase, or PI3K, and a broad collaboration for the discovery of
inhibitors of PI3K for the treatment of cancer. The license agreement and collaboration agreement became effective
on July 7, 2009. In connection with the effectiveness of the license and collaboration, on July 20, 2009, we received
upfront payments of $140.0 million ($120.0 million for the license and $20.0 million for the collaboration), less
applicable withholding taxes of $7.0 million, for a net receipt of $133.0 million. We received a refund payment in
December 2011 with respect to the withholding taxes previously withheld.

Under the license agreement, Sanofi received a worldwide exclusive license to SAR245408 (XL.147) and SAR245409
(XL765), which are in phase 1, phase 1b/2 or phase 2 clinical trials, and has sole responsibility, including funding, for
all subsequent clinical, regulatory, commercial and manufacturing activities. We will be eligible to receive contingent
payments associated with development, regulatory and commercial milestones under the license agreement of $745.0
million in the aggregate, as well as royalties on sales of any products commercialized under the license. Sanofi may,
upon certain prior notice to us, terminate the license as to products containing SAR245408 (XL147) and SAR245409
(XL765). In the event of such termination election, Sanofi’s license relating to such product would terminate and revert
to us, and we would receive, subject to certain terms, conditions and potential payment obligations, licenses from
Sanofi to research, develop and commercialize such products.

In December 2011, we entered into an agreement with Sanofi pursuant to which the parties terminated the discovery
collaboration agreement and released each other from any potential liabilities arising under the collaboration
agreement prior to effectiveness of the termination in December 2011. Each party retains ownership of the intellectual
property that it generated under the collaboration agreement, and we granted Sanofi covenants not-to-enforce with
respect to certain of our intellectual property rights. The termination agreement also provided that Sanofi would make
a payment to us of $15.3 million, which we received in January 2012. If either party or its affiliate or licensee
develops and commercializes a therapeutic product containing an isoform-selective PI3K inhibitor that arose from
such party’s work (or was derived from such work) under the collaboration agreement, then such party will be
obligated to pay royalties to the other party based upon the net sales of such products. The termination agreement
provides that Sanofi will make a one-time payment to us upon the first receipt by Sanofi or its affiliate or licensee of
marketing approval for the first therapeutic product containing an isoform-selective PI3K inhibitor that arose from
Sanofi’s work (or was derived from such work) under the collaboration agreement.

Merck

In December 2011, we entered into an agreement with Merck pursuant to which we granted Merck an exclusive
worldwide license to our PI3K-delta, or PI3K-d, program, including X1.499 and other related compounds. Pursuant to
the terms of the agreement, Merck has sole responsibility to research, develop, and commercialize compounds from
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our PI3K-d program. The agreement became effective in December 2011.

Merck paid us an upfront cash payment of $12.0 million in January 2012 in connection with the agreement. We will
be eligible to receive payments associated with the successful achievement of potential development and regulatory
milestones for multiple indications of up to $239.0 million. We will also be eligible to receive payments for combined
sales performance milestones of up to $375.0 million and royalties on net-sales of products emerging from the
agreement. Contingent payments associated with milestones achieved by Merck and royalties are payable on
compounds emerging from our PI3K-d program or
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from certain compounds that arise from Merck’s internal discovery efforts targeting PI3K-d during a certain period. In
July 2015 we received a $3.0 million milestone payment from Merck in connection with Merck’s selection of a
compound from our PI3K-d program to advance into clinical trials.

Merck may at any time, upon specified prior notice to us, terminate the license. In addition, either party may terminate
the agreement for the other party’s uncured material breach. In the event of termination by Merck at will or by us for
Merck’s uncured material breach, the license granted to Merck would terminate. In the event of a termination by us for
Merck’s uncured material breach, we would receive a royalty-free license from Merck to develop and commercialize
certain joint products. In the event of termination by Merck for our uncured material breach, Merck would retain the
licenses from us, and we would receive reduced royalties from Merck on commercial sales of products.

Daiichi Sankyo

In March 2006, we entered into a collaboration agreement with Daiichi Sankyo for the discovery, development and
commercialization of novel therapies targeted against the mineralocorticoid receptor, or MR, a nuclear hormone
receptor implicated in a variety of cardiovascular and metabolic diseases. Under the terms of the agreement, we
granted to Daiichi Sankyo an exclusive, worldwide license to certain intellectual property primarily relating to
compounds that modulate MR, including CS-3150 (an isomer of XL.550). Daiichi Sankyo is responsible for all further
preclinical and clinical development, regulatory, manufacturing and commercialization activities for the compounds
and we do not have rights to reacquire such compounds, except as described below.

Daiichi Sankyo paid us a nonrefundable upfront payment in the amount of $20.0 million and was obligated to provide
research and development funding of $3.8 million over a 15-month research term. In June 2007, our collaboration
agreement with Daiichi Sankyo was amended to extend the research term by six months over which Daiichi Sankyo
was required to provide $1.5 million in research and development funding. In November 2007, the parties decided not
to further extend the research term. For each product from the collaboration, we are also entitled to receive payments
upon attainment of pre-specified development, regulatory and commercialization milestones. In December 2010, we
received a milestone payment of $5.0 million in connection with an IND filing made by Daiichi Sankyo for CS-3150
and, in August 2012, we received a milestone payment of $5.5 million in connection with the initiation of a phase 2
clinical trial for CS-3150. CS-3150 is currently the subject of Phase 2 trials for patients in Japan with hypertension,
hypertension with renal impairment, and hypertension with diabetic nephropathy. We are eligible to receive additional
development, regulatory and commercialization milestone payments of up to $145.0 million. In addition, we are also
entitled to receive royalties on any sales of certain products commercialized under the collaboration. Daiichi Sankyo
may terminate the agreement upon 90 days’ written notice in which case Daiichi Sankyo’s payment obligations would
cease, its license relating to compounds that modulate MR would terminate and revert to us and we would receive,
subject to certain terms and conditions, licenses from Daiichi Sankyo to research, develop and commercialize
compounds, that were discovered under the collaboration.

Manufacturing and Distribution

We do not own or operate manufacturing or distribution facilities or resources for clinical or commercial production
and distribution of COMETRIQ. Instead, we deploy internal resources to manage and oversee third parties working on
our behalf under contract. These third parties manufacture raw materials, the active pharmaceutical ingredient, or API,
and finished drug product for use in clinical studies and for commercial distribution. All manufacturing occurs at
facilities that comply with FDA requirements and the requirements of regulatory agencies from the other jurisdictions
where we have obtained approval or are seeking approval.

The suppliers of our clinical and commercial supplies are located in multiple countries. Raw materials are sourced
from multiple third-party suppliers in Asia and North America. Contract manufacturers in Europe and North America
then convert these raw materials into API for clinical and commercial purposes. We use different contract
manufacturers to supply finished drug product for clinical purposes and for commercial purposes. We use a single
third party logistics provider to handle shipping and warehousing of our commercial supply of COMETRIQ in the
United States and a single specialty pharmacy to dispense COMETRIQ to patients in fulfillment of prescriptions.
Should cabozantinib be approved by the FDA for advanced RCC, our warehousing and distribution model will expand
appropriately for commercial supply of that larger market. Outside the U.S., we currently rely on Sobi, to distribute
and commercialize COMETRIQ; however, following a transition period, the responsibility for distribution and
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commercialization of COMETRIQ, and for the COMETRIQ NPU program, will transfer to Ipsen under the terms of

our collaboration.
We are confident in the reliability of this supply chain and intend to continue to rely upon it for the foreseeable future.
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Government Regulation

The FDA and comparable regulatory agencies in state and local jurisdictions and in foreign countries impose
substantial requirements upon the clinical development, manufacture and marketing of pharmaceutical products.
These agencies and other federal, state and local entities regulate, among other things, research and development
activities and the testing, manufacture, quality control, safety, effectiveness, labeling, storage, distribution, export,
import, record keeping, approval, advertising and promotion of our products.

The process required by the FDA before product candidates may be marketed in the United States generally involves
the following:

preclinical laboratory and animal tests that must be conducted in accordance with Good Laboratory Practices;
submission of an IND, which must become effective before clinical trials may begin;

adequate and well-controlled human clinical trials to establish the safety and efficacy of the proposed drug candidate
for its intended use;

pre-approval inspection of manufacturing facilities and selected clinical investigators for their compliance with Good
Manufacturing Practices, or GMP, and Good Clinical Practices, or GCP; and

FDA approval of a NDA for commercial marketing, or of an NDA supplement, for approval of a new indication if the
product is already approved for another indication.

The testing and approval process requires substantial time, effort and financial resources. Prior to commencing the
first clinical trial with a product candidate, we must submit an IND to the FDA. The IND automatically becomes
effective 30 days after receipt by the FDA, unless the FDA, within the 30-day time period, raises concerns or
questions about the conduct of the clinical trial. In such a case, the IND sponsor and the FDA must resolve any
outstanding concerns before the clinical trial can begin. Submission of an IND may not result in FDA authorization to
commence a clinical trial. A separate submission to the existing IND must be made for each successive clinical trial
conducted during product development. Further, an independent institutional review board for each medical center
proposing to conduct the clinical trial must review and approve the plan for any clinical trial and provide its informed
consent form before the trial commences at that center. Regulatory authorities or an institutional review board or the
sponsor may suspend a clinical trial at any time on various grounds, including a finding that the subjects or patients
are being exposed to an unacceptable health risk.

For purposes of NDA approval, human clinical trials are typically conducted in three sequential phases that may
overlap.

Phase 1 — Studies are initially conducted in a limited patient population to test the product candidate for safety, dosage
tolerance, absorption, metabolism, distribution and excretion in healthy humans or patients.

Phase 2 — Studies are conducted with groups of patients afflicted with a specified disease in order to provide enough
data to evaluate the preliminary efficacy, optimal dosages and expanded evidence of safety. Multiple phase 2 clinical
¢rials may be conducted by the sponsor to obtain information prior to beginning larger and more expensive phase 3
clinical trials. In some cases, a sponsor may decide to run what is referred to as a “phase 2b” evaluation, which is a
second, confirmatory phase 2 trial that could, if positive, serve as a pivotal trial in the approval of a product candidate.
Phase 3 — When phase 2 evaluations demonstrate that a dosage range of the product is effective and has an acceptable
safety profile, phase 3 trials are undertaken in large patient populations to further evaluate dosage, to provide replicate
statistically significant evidence of clinical efficacy and to further test for safety in an expanded patient population at
multiple clinical trial sites.

The FDA may require, or companies may pursue, additional clinical trials after a product is approved. These so-called
phase 4 studies may be made a condition to be satisfied after a drug receives approval. Failure to satisfy such
post-marketing commitments can result in FDA enforcement action, up and to including withdrawal of NDA
approval. The results of phase 4 studies can confirm the effectiveness of a product candidate and can provide
important safety information to augment the FDA’s adverse drug reaction reporting system. The results of product
development, preclinical studies and clinical trials are submitted to the FDA as part of an NDA, or as part of an NDA
supplement. The submission of an NDA or NDA supplement requires payment of a substantial user fee to FDA. The
FDA may convene an advisory committee to provide clinical insight on NDA review questions. The FDA may deny
approval of an NDA or NDA supplement by way of a Complete Response letter if the applicable regulatory criteria
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are not satisfied, or it may require additional clinical data and/or an additional pivotal phase 3 clinical trial. Even if
such data are submitted, the FDA may ultimately decide that the NDA or NDA supplement does not satisfy the
criteria for approval. An NDA may be approved with significant restrictions on its labeling, marketing and distribution
under a Risk Evaluation and Mitigation Strategy. Once issued, the FDA may withdraw product approval if ongoing
regulatory standards are not met or if safety problems occur after the product reaches the market. In addition, the FDA
may
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require testing and surveillance programs to monitor the effect of approved products that have been commercialized,
and the FDA has the power to prevent or limit further marketing of a product based on the results of these
post-marketing programs.

Satisfaction of FDA requirements or similar requirements of state, local and foreign regulatory agencies typically
takes several years and the actual time required may vary substantially based upon the type, complexity and novelty of
the product or disease. Government regulation may delay or prevent marketing of product candidates or new diseases
for a considerable period of time and impose costly procedures upon our activities. The FDA or any other regulatory
agency may not grant approvals for new indications for our product candidates on a timely basis, if at all. Success in
early stage clinical trials does not ensure success in later stage clinical trials. Targets and pathways identified in vitro
may be determined to be less relevant in clinical studies and results in animal model studies may not be predictive of
human clinical results. Data obtained from clinical activities is not always conclusive and may be susceptible to
varying interpretations, which could delay, limit or prevent regulatory approval. Even if a product candidate receives
regulatory approval, the approval may be significantly limited to specific disease states, patient populations and
dosages. Further, even after regulatory approval is obtained, later discovery of previously unknown problems with a
product may result in restrictions on the product or even complete withdrawal of the product from the market.

Any products manufactured or distributed by us pursuant to FDA approvals are subject to continuing regulation by the
FDA, including record-keeping requirements and reporting of adverse experiences with the drug. Drug manufacturers
and their subcontractors are required to register their establishments with the FDA and certain state agencies, and are
subject to periodic unannounced inspections by the FDA and certain state agencies for compliance with GMP, which
impose certain procedural and documentation requirements upon us and our third-party manufacturers.

The FDA closely regulates the marketing and promotion of drugs. A company can make only those claims relating to
safety and efficacy that are approved by the FDA. Failure to comply with these requirements can result in adverse
publicity, warning letters, corrective advertising and potential civil and criminal penalties. Physicians may, in their
independent medical judgment, prescribe legally available drugs for uses that are not described in the product’s
labeling and that differ from those tested by us and approved by the FDA. Such off-label uses are common across
medical specialties. Physicians may believe that such off-label uses are the best treatment for many patients in varied
circumstances. The FDA does not regulate the behavior of physicians in their choice of treatments. The FDA does,
however, restrict manufacturers’ communications on the subject of off-label use. Additionally, a significant number of
pharmaceutical companies have been the target of inquiries and investigations by various U.S. federal and state
regulatory, investigative, prosecutorial and administrative entities in connection with the promotion of products for
off-label uses and other sales practices. These investigations have alleged violations of various U.S. federal and state
laws and regulations, including claims asserting antitrust violations, violations of the Food, Drug and Cosmetic Act,
false claims laws, the Prescription Drug Marketing Act, anti-kickback laws, and other alleged violations in connection
with the promotion of products for unapproved uses, pricing and Medicare and/or Medicaid reimbursement.

The United States Orphan Drug Act promotes the development of products that demonstrate promise for the diagnosis
and treatment of diseases or conditions that affect fewer than 200,000 people in the United States. Upon FDA receipt
of Orphan Drug Designation, the sponsor is eligible for tax credits of up to 50% for qualified clinical trial expenses,
the ability to apply for annual grant funding, waiver of PDUFA application fee, and upon approval, the potential for
seven years of market exclusivity for the orphan-designated product for the orphan-designated indication.

The FDA has various programs, including Fast Track, priority review and accelerated approval, which are intended to
expedite or simplify the process for developing and reviewing promising drugs, or to provide for the approval of a
drug on the basis of a surrogate endpoint. Generally, drugs that are eligible for these programs are those for serious or
life-threatening conditions, those with the potential to address unmet medical needs and those that offer meaningful
benefits over existing treatments. For example, Fast Track is a process designed to facilitate the development and
expedite the review of drugs to treat serious or life-threatening diseases or conditions and fill unmet medical needs.
Priority review is designed to give drugs that offer major advances in treatment or provide a treatment where no
adequate therapy exists an initial review within six months of NDA filing as compared to a standard review time of 10
months from NDA filing. Although Fast Track and priority review do not affect the standards for approval, the FDA
will attempt to facilitate early and frequent meetings with a sponsor of a Fast Track designated drug and expedite
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review of the application for a drug designated for priority review. Accelerated approval provides for an earlier
approval for a new drug that is intended to treat a serious or life-threatening disease or condition and that fills an
unmet medical need based on a surrogate endpoint. As a condition of approval, the FDA may require that a sponsor of
a product candidate receiving accelerated approval perform post-marketing clinical trials to confirm the clinically
meaningful outcome as predicted by the surrogate marker trial. In addition to the Fast Track, accelerated approval and
priority review programs, the FDA also designates Breakthrough Therapy status to drugs that are intended, alone or in
combination with one or more other drugs, to treat a serious or life-threatening disease or condition, and preliminary
clinical evidence indicates that the drug may demonstrate substantial improvement over existing therapies on one or
more clinically significant endpoints, such as substantial treatment effects observed early in clinical development.
Drugs designated as breakthrough therapies are also
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eligible for accelerated approval. The FDA will seek to ensure the sponsor of a breakthrough therapy product
candidate receives: intensive guidance on an efficient drug development program; intensive involvement of senior
managers and experienced staff on a proactive, collaborative and cross-disciplinary review; and rolling review.
Regulation Outside of the United States

In addition to regulations in the United States, we are subject to regulations of other countries governing clinical trials
and commercial sales and distribution of our products outside of the United States. Whether or not we obtain FDA
approval for a product, we must obtain approval by the comparable regulatory authorities of countries outside of the
United States before we can commence clinical trials in such countries and approval of the regulators of such
countries or economic areas, such as the European Union, before we may market products in those countries or areas.
The approval process and requirements governing the conduct of clinical trials, product licensing, pricing and
reimbursement vary greatly from place to place, and the time may be longer or shorter than that required for FDA
approval.

Under European Union regulatory systems, a company may submit marketing authorization applications either under
a centralized or decentralized procedure. The centralized procedure provides for the grant of a single marketing
authorization that is valid for all European Union member states. The decentralized procedure provides for mutual
recognition of national approval decisions. Under this procedure, the holder of a national marketing authorization may
submit an application to the remaining member states. Within 90 days of receiving the applications and assessments
report, each member state must decide whether to recognize approval. If a member state does not recognize the
marketing authorization, the disputed points are eventually referred to the European Commission, whose decision is
binding on all member states.

As in the United States, we may apply for designation of a product as an Orphan drug for the treatment of a specific
indication in the European Union before the application for marketing authorization is made. Orphan drugs in Europe
enjoy economic and marketing benefits, including up to ten years of market exclusivity for the approved indication
unless another applicant can show that its product is safer, more effective or otherwise clinically superior to the
orphan-designated product.

Healthcare Regulation

Federal and state healthcare laws, including fraud and abuse and health information privacy and security laws, also
apply to our business. If we fail to comply with those laws, we could face substantial penalties and our business,
results of operations, financial condition and prospects could be adversely affected. The laws that may affect our
ability to operate include, but are not limited to: the federal Anti Kickback Statute, which prohibits. among other
things, soliciting, receiving, offering or paying remuneration, directly or indirectly, to induce, or in return for, the
purchase or recommendation of an item or service reimbursable under a federal healthcare program, such as the
Medicare and Medicaid programs; and federal civil and criminal false claims laws and civil monetary penalty laws,
which prohibit, among other things, individuals or entities from knowingly presenting, or causing to be presented,
claims for payment from Medicare, Medicaid, or other third party payers that are false or fraudulent. Additionally, we
are subject to state law equivalents of each of the above federal laws, which may be broader in scope and apply
regardless of payer, and many of which differ from each other in significant ways and may not have the same effect,
further complicate compliance efforts.

Numerous federal and state laws, including state security breach notification laws, state health information privacy
laws and federal and state consumer protection laws, govern the collection, use and disclosure of personal
information. Other countries also have, or are developing, laws governing the collection, use and transmission of
personal information. In addition, most healthcare providers who are expected to prescribe our products and from
whom we obtain patient health information, are subject to privacy and security requirements under the Health
Insurance Portability and Accountability Act of 1996, as amended by the Health Information Technology and Clinical
Health Act, or HIPPA. Although we are not directly subject to HIPPA, we could be subject to criminal penalties if we
knowingly obtain individually identifiable health information from a HIPAA-covered entity, including healthcare
providers, in a manner that is not authorized or permitted by HIPAA. The legislative and regulatory landscape for
privacy and data protection continues to evolve, and there has been an increasing amount of focus on privacy and data
protection issues with the potential to affect our business, including recently enacted laws in a majority of states
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requiring security breach notification. These laws could create liability for us or increase our cost of doing business.
International laws, such as the EU Data Privacy Directive (95/46/EC) and Swiss Federal Act on Data Protection,
regulate the processing of personal data within Europe and between European countries and the United States. Failure
to provide adequate privacy protections and maintain compliance with safe harbor mechanisms could jeopardize
business transactions across borders and result in significant penalties.

In addition, the Patient Protection and Affordable Care Act, as amended by the Health Care Education Reconciliation
Act, or the PPACA, created a federal requirement under the federal Open Payments program, that requires certain
manufacturers to track and report to the Centers for Medicare and Medicaid Services, or CMS, annually certain
payments and other transfers of value provided to physicians and teaching hospitals made in the previous calendar
year. In addition, there are
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also an increasing number of state laws that require manufacturers to make reports to states on pricing and marketing
information. These laws may affect our sales, marketing, and other promotional activities by imposing administrative
and compliance burdens on us. In addition, given the lack of clarity with respect to these laws and their
implementation, our reporting actions could be subject to the penalty provisions of the pertinent state and federal
authorities.

For those marketed products which are covered in the United States by the Medicaid programs, we have various
obligations, including government price reporting and rebate requirements, which generally require products be
offered at substantial rebates/discounts to Medicaid and certain purchasers (including “covered entities” purchasing
under the 340B Drug Discount Program). We are also required to discount such products to authorized users of the
Federal Supply Schedule of the General Services Administration, under which additional laws and requirements
apply. These programs require submission of pricing data and calculation of discounts and rebates pursuant to
complex statutory formulas, as well as the entry into government procurement contracts governed by the Federal
Acquisition Regulations, and the guidance governing such calculations is not always clear. Compliance with such
requirements can require significant investment in personnel, systems and resources, but failure to properly calculate
our prices, or offer required discounts or rebates could subject us to substantial penalties. One component of the rebate
and discount calculations under the Medicaid and 340B programs, respectively, is the “additional rebate”, a complex
calculation which is based, in part, on the rate at which a branded drug price increases over time more than the rate of
inflation (based on the CPI-U). This comparison is based on the baseline pricing data for the first full quarter of sales
associated with a branded drug’s NDA, and baseline data cannot generally be reset, even on transfer of the NDA to
another manufacturer. This “additional rebate” calculation can, in some cases where price increase have been relatively
high versus the first quarter of sales of the NDA, result in Medicaid rebates up to 100% of a drug’s “average
manufacturer price” and 340B prices of one penny. Subject to the control of Directive 89/105/EEC, pricing and
reimbursement in the EU/EEA is governed by national rules and policy and may vary from Member State to Member
State.

Reimbursement

Sales of COMETRIQ, COTELLIC and any future products of ours will depend, in part, on the extent to which their
costs will be covered by third-party payers, such as government health programs, commercial insurance and managed
healthcare organizations. Patients are unlikely to use our products unless coverage is provided and reimbursement is
adequate to cover a significant portion of the cost of our products. Third-party payers may limit coverage to specific
drug products on an approved list, also known as a formulary, which might not include all of the FDA-approved drugs
for a particular indication. Moreover, a third-party payer’s decision to provide coverage for a drug product does not
imply that an adequate reimbursement rate will be approved. Additionally, one third-party payer’s decision to cover a
particular drug product does not ensure that other payers will also provide coverage for the drug product, or will
provide coverage at an adequate reimbursement rate.

In the United States and other potentially significant markets for our products, government authorities and third-party
payors are increasingly attempting to limit or regulate the price of medical products and services, particularly for new
and innovative products and therapies, which has resulted in lower average selling prices. Further, the increased
emphasis on managed healthcare in the United States and on country-specific and regional pricing and reimbursement
controls in the European Union will put additional pressure on product pricing, reimbursement and usage, which may
adversely affect our future product sales and results of operations. These pressures can arise from rules and practices
of managed care groups, judicial decisions and governmental laws and regulations related to Medicare, Medicaid and
healthcare reform, pharmaceutical reimbursement policies and pricing in general.

The United States and some foreign jurisdictions are considering or have enacted a number of additional legislative
and regulatory proposals to change the healthcare system in ways that could affect our ability to sell our products
profitably. Among policy makers and payors in the United States and elsewhere, there is significant interest in
promoting changes in healthcare systems with the stated goals of containing healthcare costs, improving quality
and/or expanding access. There has been particular and increasing legislative and enforcement interest in the United
States with respect to specialty drug pricing practices over the course of 2015, particularly with respect to drugs that
have been subject to relatively large price increases over relatively short time periods. There have been several recent
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U.S. Congressional inquiries and proposed bills designed to, among other things, bring more transparency to drug
pricing, review the relationship between pricing and manufacturer patient programs, and reform government program
reimbursement methodologies for drugs. In the United States, the pharmaceutical industry has already been
significantly affected by major legislative initiatives, including, for example, the PPACA. The PPACA, among other
things, imposes a significant annual fee on companies that manufacture or import branded prescription drug products.
It also contains substantial provisions intended to broaden access to health insurance, reduce or constrain the growth
of healthcare spending, and impose additional health policy reforms, any or all of which may affect our business. The
PPACA, compounded by the intense public scrutiny of drug pricing in the United States, is likely to continue the
downward pressure on pharmaceutical pricing, especially under the Medicare program, and may also increase our
regulatory burdens and operating costs. Other legislative changes have also been proposed and adopted since the
PPACA was enacted. For example, the Budget Control Act of 2011 resulted in aggregate reductions in Medicare
payments to providers of up to 2% per fiscal year,
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starting in 2013, and the American Taxpayer Relief Act of 2012, among other things, reduced Medicare payments to
several types of providers and increased the statute of limitations period for the government to recover overpayments
to providers from three to five years. Such laws, and others that may affect our business that have been recently
enacted or may in the future be enacted, may result in additional reductions in Medicare and other healthcare funding.
In the future, there will likely continue to be additional proposals relating to the reform of the United States healthcare
system, some of which could further limit coverage and reimbursement of drug products, including our product
candidates. Any reduction in reimbursement from Medicare or other government programs may result in a similar
reduction in payments from private payors. The implementation of cost containment measures or other healthcare
reforms may prevent us from being able to generate revenue, attain profitability or commercialize our products.

In addition, in some non-U.S. jurisdictions, the proposed pricing for a drug must be approved before it may be
lawfully marketed. The requirements governing drug pricing vary widely from country to country. For example, the
European Union provides options for its member states to restrict the range of medicinal products for which their
national health insurance systems provide reimbursement and to control the prices of medicinal products for human
use. A member state may approve a specific price for the medicinal product or it may instead adopt a system of direct
or indirect controls on the profitability of the company placing the medicinal product on the market. There can be no
assurance that any country that has price controls or reimbursement limitations for pharmaceutical products will allow
favorable reimbursement and pricing arrangements for any of our products. Historically, products launched in the
European Union do not follow the price structures of the United States and generally tend to be priced significantly
lower.

Competition

There are many companies focused on the development of small molecules and antibodies for cancer. Our competitors
and potential competitors include major pharmaceutical and biotechnology companies, as well as academic research
institutions, clinical reference laboratories and government agencies that are pursuing research activities similar to
ours. Many of our competitors and potential competitors have significantly more financial, technical and other
resources than we do, which may allow them to have a competitive advantage.

Competition for Cabozantinib

We believe that our ability to successfully compete will depend on, among other things:

efficacy, safety and reliability of cabozantinib;

timing and scope of regulatory approval;

the speed at which we develop cabozantinib for the treatment of additional tumor types beyond progressive,
metastatic MTC;

our ability to complete preclinical testing and clinical development and obtain regulatory approvals for cabozantinib;
our ability to manufacture and sell commercial quantities of cabozantinib to the market;

our ability to successfully commercialize cabozantinib and secure coverage and adequate reimbursement in approved
indications;

product acceptance by physicians and other health care providers;

skills of our employees and our ability to recruit and retain skilled employees;

protection of our intellectual property; and

the availability of substantial capital resources to fund development and commercialization activities.

We believe that the quality and breadth of activity observed with cabozantinib, the skill of our employees and our
ability to recruit and retain skilled employees, our patent portfolio and our capabilities for research and drug
development are competitive strengths. However, many large pharmaceutical and biotechnology companies have
significantly larger intellectual property estates than we do, more substantial capital resources than we have, and
greater capabilities and experience than we do in preclinical and clinical development, sales, marketing,
manufacturing and regulatory affairs.

The markets for which we intend to pursue regulatory approval of cabozantinib are highly competitive. We are aware
of products in research or development by our competitors that are intended to treat all of the tumor types we are
targeting, and should they demonstrate suitable clinical evidence, any of these products may compete with
cabozantinib.
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Should cabozantinib be approved for the treatment of advanced RCC as a result of positive results from the METEOR
trial, its principal competition may include: Pfizer’s axitinib, sunitinib and temsirolimus; Novartis’ everolimus and
pazopanib; Bristol-Myers Squibb’s nivolumab; Bayer’s and Onyx Pharmaceuticals’ sorafenib; Genentech’s bevacizumab;
and Eisai’s
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lenvatinib. The potential for immediate competition from Bristol-Myers Squibb’s nivolumab is particularly significant.
Nivolumab was approved for the treatment of advanced RCC on November 23, 2015, following a rapid review by the
FDA. That approval was based in large part on the results of Bristol-Myers Squibb’s phase 3 trial comparing
nivolumab to everolimus in patients who had received previous antiangiogenic therapy for advanced RCC

(Checkmate 025), in which nivolumab met its primary endpoint of showing a statistically-significant improvement in
OS over everolimus, a current standard of care for the treatment of second line RCC patients. Nivolumab failed to
demonstrate a statistically-significant PFS benefit over everolimus. Nivolumab also demonstrated an acceptable safety
profile and may be rapidly adopted by physicians for the treatment of advanced RCC.

Should cabozantinib be approved for the treatment of HCC, the other indication for which we have an ongoing phase

3 pivotal trial, its principal competition may include: Bayer’s and Onyx Pharmaceuticals’ sorafenib; Bayer’s regorafenib;
ArQule’s tivantinib; Fisai’s lenvatinib; Bristol-Myers Squibb’s nivolumab; and Eli Lilly and Company’s ramucirumab.
The principal competing anti-cancer therapy to COMETRIQ in progressive, metastatic MTC is AstraZeneca’s RET,
VEGFR and EGFR inhibitor vandetanib, approved by the FDA and the EMA for the treatment of symptomatic or
progressive MTC in patients with unresectable, locally advanced, or metastatic disease. On October 21, 2015,
AstraZeneca announced the global completion of the sale of vandetanib to Genzyme, a Sanofi company. We anticipate
the potential for increased competition for COMETRIQ in progressive, metastatic MTC as a result of the

consolidation of vandetanib into Genzyme’s endocrinology portfolio and the company’s rare disease expertise. In
addition, COMETRIQ also faces competition as a treatment for progressive, metastatic MTC from off-label use of
Bayer’s and Onyx Pharmaceuticals’ (a wholly-owned subsidiary of Amgen) multikinase inhibitor sorafenib, Pfizer’s
multikinase inhibitor sunitinib, Ariad Pharmaceutical’s multikinase inhibitor ponatinib, Novartis’ multikinase inhibitor
pazopanib, and Eisai’s multikinase inhibitor lenvatinib.

Examples of potential competition for cabozantinib in other cancer indications include: other VEGF pathway
inhibitors, including Genentech’s bevacizumab; other RET inhibitors including Fisai’s lenvatinib and Ariad’s ponatinib;
and other MET inhibitors, including Amgen’s AMG 208, Pfizer’s crizotinib, ArQule’s tivantinib, and Mirati’s
MGCD265; and immunotherapies such as Bristol-Myers Squibb’s ipilimumab and nivolimab, Merck’s pembrolizumab
and Genentech’s atezolizumab.

Competition for Cobimetinib

Cobimetinib’s principal competition amongst targeted agents may include: Novartis’ trametinib and dabrafenib, and
Array’s encorafenib and binimetinib; and within the class of immunotherapies, Bristol-Myers Squibb’s ipilimumab and
nivolumab and Merck’s pembrolizumab. The second category, immunotherapies, are of particular competitive
importance vis-a-vis cobimetinib in advanced melanoma as they are already FDA approved in melanoma patient
populations that overlap with those that may be eligible for cobimetinib, they have been rapidly incorporated into the
National Comprehensive Cancer Network treatment guidelines, and they are viewed with a high degree of enthusiasm
by physicians and key opinion leaders. Ongoing and future trials incorporating immune-oncology agents, including
combination trials, may further impact usage of cobimetinib in melanoma and potentially in additional tumor types in
which cobimetinib may ultimately gain approval.

Financial Information and Significant Customers

We operate as a single business segment and have operations primarily in the United States. In 2015, we derived 83%
of our revenues from Diplomat Specialty Pharmacy, which is located in the United States. Information regarding total
revenues, including geographic regions in which they are earned, net loss and total assets is set forth in our
consolidated financial statements included in Item 8 of this Annual Report on Form 10-K.

Research and development expenses were $96.4 million or the year ended December 31, 2015, compared to $189.1
million for the year ended December 31, 2014 and $178.8 million for the year ended December 31, 2013. Additional
information about our research and development expenses in each of the last three fiscal years is set forth in Item 7,
“Management’s Discussion and Analysis of Financial Condition and Results of Operations.”

Patents and Proprietary Rights

We actively seek patent protection in the United States, the European Union, and selected other foreign countries to
cover our drug candidates and related technologies. Patents extend for varying periods according to the date of patent
filing or grant and the legal term of patents in the various countries where patent protection is obtained. The actual
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protection afforded by a patent, which can vary from country to country, depends on the type of patent, the scope of
its coverage and the availability of legal remedies in the country. We have numerous patents and pending patent
applications that relate to methods of screening drug targets, compounds that modulate drug targets, as well as
methods of making and using such compounds.
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While many patent applications have been filed relating to the drug candidates that we have developed, the majority of
these are not yet issued or allowed.

Cabozantinib is covered by an issued patent in the United States (U.S. Pat. No. 7,579,473) for the
composition-of-matter of cabozantinib and pharmaceutical compositions thereof. Cabozantinib is also covered by an
additional issued patent in the United States (covering certain methods of use) and also by an issued patent in Europe
(covering cabozantinib’s composition-of-matter and certain methods of use) and an issued patent in Japan (covering
cabozantinib composition-of-matter). These issued patents would normally expire in September 2024, but we have
applied for patent term extension in the United States to extend the term to 2026, a Supplementary Protection
Certificate in the Europe to extend the term to 2029 and a patent term extension in Japan to extend the term to 2029.
Foreign counterparts of the issued United States and European patents are pending in Australia and Canada, which, if
issued, are anticipated to expire in 2024. We have patent applications pending in the United States, the European
Union, Australia, Japan and Canada covering certain synthetic methods related to making cabozantinib, which, if
issued, are anticipated to expire in 2024. We have filed patent applications in the United States and other selected
countries covering certain salts, polymorphs and formulations of cabozantinib that, if issued, are anticipated to expire
in approximately 2030. We have filed several patent applications in the United States and other selected countries
relating to combinations of cabozantinib with certain other anti-cancer agents that, if issued, are anticipated to expire
in approximately 2030.

Cobimetinib is covered by an issued patent in the United States (U. S. Pat. No 7,803,839) for the composition of
matter of cobimetinib and pharmaceutical compositions thereof. Cobimetinib is also covered by an additional issued
patent in the United States (covering certain methods of use) and also by an issued patent in Europe (covering
cobimetinib’s composition-of-matter and certain methods of use). These issued patents will expire October 5, 2026,
subject to any available extensions. Foreign counterparts of the issued United States and European patents are issued
or pending in Australia, Brazil, Canada, China, Colombia, the Eurasian Patent Organization, Georgia, Hong Kong,
India, Indonesia, Israel, Japan, Mexico, Malaysia, New Zealand, Philippines, Singapore, South Africa, South Korea,
and Ukraine. We have filed patent applications in the United States and other selected countries covering certain
synthetic methods related to making cobimetinib, which if, issued, are anticipated to expire in approximately 2033.
Cobimetinib is licensed to Genentech in the United States and to Roche outside of the United States.

We have pending patent applications in the United States and European Union covering the composition-of-matter of
our other drug candidates in clinical or preclinical development that, if issued, are anticipated to expire between 2023
and 2030.

We have obtained licenses from various parties that give us rights to technologies that we deem to be necessary or
desirable for our research and development. These licenses (both exclusive and non-exclusive) may require us to pay
royalties as well as upfront and milestone payments.

Employees

As of December 31, 2015, we had 115 full-time employees worldwide, 19 of whom held Ph.D. and/or M.D. degrees,
most of whom were engaged in full-time research and development activities. None of our employees are represented
by a labor union, and we consider our employee relations to be good.

Corporate Information

We were incorporated in Delaware in November 1994 as Exelixis Pharmaceuticals, Inc. and changed our name to
Exelixis, Inc. in February 2000. Our principal executive offices are located at 210 East Grand Ave., South San
Francisco, California 94080. Our telephone number is (650) 837-7000. We maintain a site on the worldwide web at
www.exelixis.com; however, information found on our website is not incorporated by reference into this report.

We make available free of charge on or through our website our Securities and Exchange Commission, or SEC,
filings, including our annual report 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 Securities Exchange Act of
1934, as amended, as soon as reasonably practicable after we electronically file such material with, or furnish it to, the
SEC. Further, copies of our filings with the SEC are available at the SEC’s Public Reference Room at 100 F Street,
NE, Washington, D.C. 20549. Information on the operation of the Public Reference Room can be obtained by calling
the SEC at 1-800-SEC-0330. The SEC maintains a site on the worldwide web that contains reports, proxy and
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ITEM 1A. RISK FACTORS

The following are important factors that could cause actual results or events to differ materially from those contained
in any forward-looking statements made by us or on our behalf. The risks and uncertainties described below are not
the only ones we face. Additional risks and uncertainties not presently known to us or that we deem immaterial also
may impair our business operations. If any of the following risks or such other risks actually occurs, our business
could be harmed.

Risks Related to Our Need for Additional Financing and Our Financial Results

If additional capital is not available to us, we may be forced to delay, reduce or eliminate our product development
programs or commercialization efforts and we may breach our financial covenants.

We may need to access additional capital to:

fund our operations and clinical trials;

continue our research and development efforts;

expand our sales, marketing and distribution capabilities;

commercialize cabozantinib or any other future product candidates, if any such candidates receive regulatory approval
for commercial sale; and

fund the portion of U.S. sales and marketing costs for cobimetinib that we are obligated to fund under our
collaboration with Genentech, or any similar costs we are obligated to fund under collaborations we may enter into in
the future.

As of December 31, 2015, we had $253.3 million in cash and investments, which included $169.0 million available
for operations, $81.6 million of compensating balance investments that we are required to maintain on deposit with
Silicon Valley Bank, and $2.7 million of long-term restricted investments. We anticipate that our current cash and
cash equivalents, and short-term investments available for operations, and product revenues, will enable us to
maintain our operations for a period of at least 12 months following the filing date of this report. However, our future
capital requirements will be substantial, and we may need to raise additional capital in the future. Our capital
requirements will depend on many factors, and we may need to use available capital resources and raise additional
capital significantly earlier than we currently anticipate. Our capital requirements will depend on many factors
including but not limited to:

the commercial success of COMETRIQ and the revenues we generate from that approved product;

the pace and progress of our current increase in sales, marketing, medical affairs and distribution capabilities in
anticipation of obtaining FDA approval for cabozantinib for the potential treatment of advanced RCC patients;

the successful establishment of the distribution and commercialization network for COMETRIQ in the approved MTC
tndication and cabozantinib for the potential treatment of advanced RCC patients, as well as the achievement of stated
regulatory and commercial milestones, under our collaboration with Ipsen;

the commercial success of COTELLIC and the calculation of our share of related profits and losses for the
commercialization of COTELLIC in the U.S. and royalties from COTELLIC sales outside the U.S. under our
collaboration with Genentech;

the speed of a potential regulatory approval for cabozantinib for the treatment of advanced RCC and other indications;
future clinical trial results, notably the results from CELESTIAL, our phase 3 pivotal trial in patients with advanced
HCC;

repayment of the Deerfield Notes (see “Item 7. Management’s Discussion and Analysis of Financial Condition and
Results of Operations - Certain Factors Important to Understanding Our Financial Condition and Results of
Operations - Deerfield Facility” for a description of these notes) which mature on July 1, 2018, subject to a
requirement to make a mandatory prepayment in each of 2017 and 2018 equal to 15% of certain revenues from
collaborative arrangements (other than intercompany arrangements) received during the prior fiscal year, subject to a
maximum annual prepayment amount of $27.5 million;

our ability to repay the Deerfield Notes with our common stock, which we are only able to do under specified
conditions;

repayment of our $287.5 million aggregate principal amount of the 4.25% Convertible Senior Subordinated Notes due
2019, or the 2019 Notes, (see “Item 7. Management’s Discussion and Analysis of Financial Condition and Results of
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Convertible Senior Subordinated Notes” for a description of these notes), which mature on August 15, 2019, unless
earlier converted, redeemed or repurchased;
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repayment of our term loan from Silicon Valley Bank, which had an outstanding balance at December 31, 2015, of
$80.0 million;

our ability to control costs;

our ability to remain in compliance with, or amend or cause to be waived, financial covenants contained in
agreements with third parties;

the cost of clinical drug supply for our clinical trials;

trends and developments in the pricing of oncologic therapeutics in the United States and abroad, especially in the
EU;

scientific developments in the market for oncologic therapeutics and the timing of regulatory approvals for competing
oncologic therapies; and

the filing, maintenance, prosecution, defense and enforcement of patent claims and other intellectual property rights.
We have a history of net losses. We expect to continue to incur net losses, and we may not achieve or maintain
profitability.

We have incurred net losses since inception through December 31, 2015, with the exception of the 2011 fiscal year.
We anticipate net losses and negative operating cash flow for the foreseeable future. For the year ended December 31,
2015, we incurred a net loss of $169.7 million and as of December 31, 2015, we had an accumulated deficit of $1.9
billion. These losses have had, and will continue to have, an adverse effect on our stockholders’ deficit and working
capital. Because of the numerous risks and uncertainties associated with developing drugs, we are unable to predict
the extent of any future losses or whether or when we will become profitable, if at all. Excluding fiscal 2011, our
research and development expenditures and selling, general and administrative expenses have exceeded our revenues
for each fiscal year, and we expect to spend significant additional amounts to fund the continued development and
commercialization of cabozantinib. As a result, we expect to continue to incur substantial operating expenses and,
consequently, we will need to generate significant additional revenues to achieve future profitability.

We commercially launched COMETRIQ for the treatment of progressive, metastatic MTC in the United States in late
January 2013, and from the commercial launch through December 31, 2015, we have generated $74.3 million in net
revenues from the sale of COMETRIQ. Other than revenues from COMETRIQ, we have derived substantially all of
our revenues since inception from collaborative research and development agreements, which depend on research
funding, the achievement of milestones, and royalties we earn from any future products developed from the
collaborative research.

The amount of our net losses will depend, in part, on: the rate of growth, if any, in our sales of COMETRIQ); the level
of sales of cabozantinib in the United States for the treatment of advanced RCC, if approved by the FDA for such
indication; receipt of the upfront payment, achievement of clinical, regulatory and commercial milestones and the
amount of royalties from sales of cabozantinib for the treatment of advanced RCC in the European Union and
elsewhere, if approved for such indication under our collaboration with Ipsen; our share of the net profits and losses
for the commercialization of COTELLIC in the U.S.; the amount of royalties from COTELLIC sales outside the U.S.;
other license and contract revenues; and, the level of expenses primarily with respect to expanded commercialization
activities for cabozantinib.

Our significant level of indebtedness could limit cash flow available for our operations and expose us to risks that
could adversely affect our business, financial condition and results of operations.

We have significant indebtedness and substantial debt service requirements as a result of the Deerfield Notes, our loan
and security agreement with Silicon Valley Bank and the 2019 Notes. As of December 31, 2015, our total
consolidated indebtedness through maturity was $492.5 million (excluding trade payables). We may also incur
additional indebtedness to meet future financing needs. If we incur additional indebtedness, it would increase our
interest expense, leverage and operating and financial costs.

Our indebtedness could have significant negative consequences for our business, results of operations and financial
condition, including:

making it more difficult for us to meet our payment and other obligations under the 2019 Notes, the Deerfield Notes,
our loan and security agreement with Silicon Valley Bank or our other indebtedness;
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resulting in an event of default if we fail to comply with the covenants contained in our debt agreements, which event
of default could result in all of our debt becoming immediately due and payable;
tncreasing our vulnerability to adverse economic and industry conditions;
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subjecting us to the risk of increased sensitivity to interest rate increases on our indebtedness with variable interest
rates, including borrowings under our loan and security agreement with Silicon Valley Bank;

{imiting our ability to obtain additional financing;

requiring the dedication of a substantial portion of our cash flow from operations to service our indebtedness, thereby
reducing the amount of our cash flow available for other purposes, including clinical trials, research and development,
capital expenditures, working capital and other general corporate purposes;

{imiting our flexibility in planning for, or reacting to, changes in our business;

preventing us from raising funds necessary to purchase the 2019 Notes in the event we are required to do so following
2 “Fundamental Change” as specified in the indenture governing the 2019 Notes, or to settle conversions of the 2019
Notes in cash;

dilution experienced by our existing stockholders as a result of the conversion of the 2019 Notes or the Deerfield
Notes into shares of common stock; and

placing us at a possible competitive disadvantage with less leveraged competitors and competitors that may have
better access to capital resources.

We cannot assure you that we will continue to maintain sufficient cash reserves or that our business will generate cash
flow from operations at levels sufficient to permit us to pay principal, premium, if any, and interest on our
indebtedness, or that our cash needs will not increase. If we are unable to generate sufficient cash flow or otherwise
obtain funds necessary to make required payments, or if we fail to comply with the various requirements of the 2019
Notes, the Deerfield Notes, our loan and security agreement with Silicon Valley Bank, or any indebtedness which we
have incurred or may incur in the future, we would be in default, which would permit the holders or the Trustee of the
2019 Notes or other indebtedness to accelerate the maturity of such notes or other indebtedness and could cause
defaults under the 2019 Notes, the Deerfield Notes, our loan and security agreement with Silicon Valley Bank or our
other indebtedness. Any default under the 2019 Notes, the Deerfield Notes, our loan and security agreement with
Silicon Valley Bank, or any indebtedness that we have incurred or may incur in the future could have a material
adverse effect on our business, results of operations and financial condition.

If a Fundamental Change, as defined in the indenture governing the 2019 Notes, occurs, holders of the 2019 Notes
may require us to purchase for cash all or any portion of their 2019 Notes at a purchase price equal to 100% of the
principal amount of the Notes to be purchased plus accrued and unpaid interest, if any, to, but excluding, the
Fundamental Change purchase date. We may not have sufficient funds to purchase the notes upon a Fundamental
Change. In addition, the terms of any borrowing agreements that we may enter into from time to time may require
early repayment of borrowings under circumstances similar to those constituting a Fundamental Change. Furthermore,
any repurchase of 2019 Notes by us may be considered an event of default under such borrowing agreements.

We are exposed to risks related to foreign currency exchange rates.

Most of our foreign expenses incurred are associated with establishing and conducting clinical trials for cabozantinib.
The amount of these expenses will be impacted by fluctuations in the currencies of those countries in which we
conduct clinical trials. Our agreements with the foreign sites that conduct such clinical trials generally provide that
payments for the services provided will be calculated in the currency of that country, and converted into U.S. dollars
using various exchange rates based upon when services are rendered or the timing of invoices. When the U.S. dollar
weakens against foreign currencies, the U.S. dollar value of the foreign-currency denominated expense increases, and
when the U.S. dollar strengthens against these currencies, the U.S. dollar value of the foreign-currency denominated
expense decreases. Consequently, changes in exchange rates may affect our financial position and results of
operations.

Global credit and financial market conditions could negatively impact the value of our current portfolio of cash
equivalents, short-term investments or long-term investments and our ability to meet our financing objectives.

Our cash and cash equivalents are maintained in highly liquid investments with remaining maturities of 90 days or
less at the time of purchase. Our short-term and long-term investments consist primarily of readily marketable debt
securities with remaining maturities of more than 90 days at the time of purchase. While as of the date of this report
we are not aware of any downgrades, material losses, or other significant deterioration in the fair value of our cash
equivalents, short-term investments or long-term investments since December 31, 2015, no assurance can be given
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portfolio of cash equivalents or investments or our ability to meet our financing objectives.
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Risks Related to Cabozantinib and Cobimetinib

In the short-term, our prospects are critically dependent upon our ability to obtain regulatory approvals for
cabozantinib in advanced RCC and then undertake a successful commercial launch of the product in the United States
and European Union.

The success of our business is dependent upon the successful development and commercialization of cabozantinib. Of
greatest short-term importance is the commercialization of cabozantinib for advanced RCC. On July 20, 2015, we
announced that METEOR, a phase 3 pivotal trial comparing cabozantinib to everolimus in patients with advanced
RCC who have experienced disease progression following treatment with at least one prior VEGFR TKI, met its
primary endpoint of demonstrating a statistically significant increase in PFS for cabozantinib versus everolimus in the
first 375 randomized patients as determined by an IRC. The trial also showed a positive trend for the secondary
endpoint of OS, although at the time of the July 2015 interim analysis the p-value to achieve statistical significance
was not reached. On February 1, 2016, we announced that in a second interim analysis of the entire study population
of 658 patients, the results showed a highly statistically significant and clinically meaningful increase in OS for
patients randomized to cabozantinib as compared to everolimus. In August 2015 the FDA granted Breakthrough
Therapy Designation to cabozantinib as a potential treatment for RCC. Although we completed our regulatory filings
in the United States for treatment of advanced RCC and the FDA has granted priority review for our filing and set a
PDUFA action date of June 22, 2016, we cannot be certain that the FDA will ultimately approve cabozantinib for the
treatment of previously treated patients with advanced RCC. If we are ultimately unsuccessful in obtaining FDA
approval for cabozantinib for advanced RCC, we will not have the resources necessary to continue our business in its
current form.

In addition, even if such approval is obtained, the commercial potential of cabozantinib for the treatment of advanced
RCC remains subject to a variety of factors, including the perceived benefit/risk profile associated with cabozantinib
as compared to everolimus, and the availability and benefit/risk profiles of competitive treatments. If cabozantinib is
approved for the treatment of 2nd or later-line advanced RCC, its potential principal competition in this indication
includes nivolumab, axitinib and everolimus, which are already approved in this indication, as well as other agents
currently approved for 1st-line RCC including sunitinib, sorafenib, pazopanib, temsirolimus, and bevacizumab. Other
agents being investigated in 2nd line advanced RCC, including Fisai’s lenvatinib, may also become competitive
treatments if they are approved.

With respect to regulatory and commercialization activities for cabozantinib in the European Union and elsewhere
internationally, in January 2016, our MAA for cabozantinib as a treatment for patients with advanced RCC who have
received one prior therapy was accepted for review and granted accelerated assessment by the EMA. In February
2016, we entered into a collaboration with Ipsen to enable us to capitalize on the potential opportunity of cabozantinib
in advanced RCC and potentially other indications, if approved by the EMA and elsewhere internationally outside of
the U.S., Canada, and Japan. As a result, we now rely heavily upon Ipsen’s regulatory, commercial, medical affairs,
and other expertise and resources. If Ipsen is unable to, or does not invest the resources necessary to, obtain regulatory
approvals for cabozantinib in the European Union and elsewhere; and then, if Ipsen is not able to, or does not invest
the resources necessary to, successfully commercialize cabozantinib in those international territories where it is
approved, this will minimize our potential revenue under the collaboration agreement, thus resulting in harm to our
business and operations.

Our longer-term prospects remain dependent on cabozantinib’s further clinical development and commercial success in
additional indications beyond advanced RCC.

We are dedicating substantially all of our proprietary resources to developing cabozantinib into a broad and significant
oncology franchise. Even assuming cabozantinib’s approval in the United States and European Union for the treatment
of advanced RCC, our longer-term success remains contingent upon, among other things, successful clinical
development, regulatory approval and market acceptance of cabozantinib in additional indications, such as advanced
HCC, first-line RCC, NSCLC, and other forms of cancer. In 2014, the failure of COMET-1 and COMET-2, our two
phase 3 pivotal trials of cabozantinib in mCRPC, to meet their respective primary endpoints negatively impacted our
ability to achieve our development and commercialization goals for cabozantinib in prostate cancer. These failures
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demonstrate that cabozantinib will not likely be successful in all future clinical trials. Should we prove unsuccessful in
the further development of cabozantinib beyond MTC or advanced RCC, our longer-term prospects, revenues and
financial condition would be materially adversely affected. With top-line results from CELESTIAL, our phase 3
pivotal trial comparing cabozantinib to placebo in patients with advanced HCC, expected in 2017, the successful
development of cabozantinib in advanced HCC is of increasing importance to our long-term success.
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We are dependent on the successful commercialization and development of cobimetinib, and rely heavily on our
partner, Genentech, for achieving that success.

Under the terms of our collaboration agreement with Genentech for the development and commercialization of
cobimetinib, we depend upon Genentech’s strategic and tactical planning, decision-making, and execution with regard
to the worldwide commercialization of cobimetinib. The collaboration agreement provides that we are entitled to an
initial equal share of U.S. profits and losses for cobimetinib, with our share decreasing as sales increase. However,
Genentech, and its parent, the Roche group, may not fund or otherwise resource and prioritize the commercialization
of cobimetinib for the indication currently approved in the U.S., Switzerland, the European Union and Canada
sufficient to achieve the product’s full commercial potential. Furthermore, expense allocations for COTELLIC, as
determined by Genentech, and its parent, the Roche group, may exceed our estimated accruals. If we are unable to
agree upon the level and type of expenses that have been allocated to COTELLIC under the collaboration, we may be
forced to initiate a dispute in accordance with the terms of the collaboration. And, regardless of the level of
Genentech’s investment in cobimetinib, the compound may not be accepted by physicians, patients, health care payers,
such as Medicare and Medicaid, and the medical community.

We similarly rely heavily upon Genentech’s leadership and expertise to develop cobimetinib further. Any significant
changes to Genentech’s business strategy and priorities, over which we have no control, could adversely affect
Genentech’s willingness or ability to complete their obligations under our agreement and result in harm to our business
and operations. Genentech has complete financial responsibility for cobimetinib’s development program and regulatory
strategy, and we are not able to control the amount or timing of resources that Genentech will devote to the

product. Of particular significance are Genentech’s development efforts with respect to the combination of cobimetinib
with immuno-oncology agents, a promising and competitive area of clinical research. While Genentech is currently
conducting a phase 1b clinical trial combining cobimetinib with the Genentech PD-L1 antibody (MPDL3280A), we
are dependent on Genentech for all future development of cobimetinib in combination with MPDL3280A or any other
immuno-oncology agents. Regardless of Genentech’s efforts toward the further development of cobimetinib, such
additional clinical investigation may not provide positive results supporting product label expansions or approval in
additional indications.

The commercial success of cabozantinib, as COMETRIQ capsules for MTC or if approved in a tablet formulation for
additional indications in the future, will depend upon the degree of market acceptance for cabozantinib among
physicians, patients, health care payers, and the medical community.

Our ability to commercialize cabozantinib, as COMETRIQ capsules for the approved MTC indication or if approved
in a tablet formulation for advanced RCC or additional indications, will be highly dependent upon the extent to which
cabozantinib gains market acceptance among physicians, patients, health care payers such as Medicare and Medicaid,
and the medical community. If cabozantinib does not achieve an adequate level of acceptance, we may not generate
significant future product revenues, and we may not become profitable. The degree of market acceptance of
COMETRIQ and other cabozantinib products, if approved, will depend upon a number of factors, including:

the effectiveness, or perceived effectiveness, of cabozantinib in comparison to competing products;

the existence of any significant side effects of cabozantinib, as well as their severity in comparison to those of any
competing products;

cabozantinib’s potential advantages or disadvantages in relation to alternative treatments;

the timing of market entry relative to competitive treatments;

tndications for which cabozantinib is approved;

the ability to offer cabozantinib for sale at competitive prices;

relative convenience and ease of administration;

the strength of sales, marketing, medical affairs and distribution support; and

sufficient third-party coverage and reimbursement.

If we are unable to maintain or scale adequate sales, marketing and distribution capabilities or enter into or maintain
agreements with third parties to do so, we may be unable to commercialize cabozantinib successfully.

We have designed our commercial organization and strategic commercial approach to maintain flexibility in response
to market opportunities. We are currently increasing our sales, marketing, medical affairs, and distribution capabilities
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in anticipation of obtaining FDA approval for cabozantinib for the treatment for patients with RCC who have received
one prior therapy. We expect to be able to scale up our commercialization capabilities quickly if additional indications
for cabozantinib are approved in the future, or to scale down, if necessary. Our ex-US distribution arrangements with
Sobi are also right-sized for the European Union MTC opportunity and retain strategic flexibility. Overall, we believe
the design of our commercial
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organization, and our strategic commercial approach, are efficient, taking advantage of outsourcing options where
prudent to maximize the effectiveness of our commercial expenditures.

However, we believe the commercial opportunity for cabozantinib will grow over time, but we may not properly
judge the requisite size, and experience of the commercialization team or the scale of distribution necessary to market
and sell cabozantinib successfully. Maintaining sales, marketing, medical affairs, and distribution capabilities is
expensive and time-consuming. Such expenses may be disproportionate compared to the revenues we may be able to
generate on sales of cabozantinib and could have an adverse impact on our results of operations. If we are unable to
maintain adequate sales, marketing, medical affairs, and distribution capabilities, independently or with others, we
may not be able to generate product revenues and our business may be adversely affected.

We currently rely on a single third party logistics provider to handle shipping and warehousing of our commercial
supply of COMETRIQ and a single specialty pharmacy to dispense COMETRIQ to patients in fulfillment of
prescriptions in the United States. Should cabozantinib be approved by the FDA for advanced RCC, we intend to
expand our U.S. distribution and pharmacy channels appropriately. Outside the U.S., we currently rely on a third
party, Sobi, to distribute and commercialize COMETRIQ for the MTC indication primarily in the European Union,
but also in other countries through the NPU program.

The terms of our commercialization agreement with Sobi provide us with the ability to terminate the agreement at will
upon payment of certain pre-determined termination fees. In connection with the establishment of our collaboration
with Ipsen, we intend to provide Sobi with notice of termination and following a transition period, Ipsen will become
responsible for the continued distribution and commercialization of COMETRIQ for the approved MTC indication in
territories currently supported by Sobi and potentially other countries in the event that COMETRIQ is approved for
commercial sale in such territories, as well as access and distribution activities for COMETRIQ under our NPU
program.

Our current and anticipated future dependence upon the activities, and legal and regulatory compliance, of these or
other third parties may adversely affect our future profit margins and our ability to supply cabozantinib to the
marketplace on a timely and competitive basis. For example, if our third party logistics provider’s warehouse suffers a
fire or damage from another type of disaster, the commercial supply of COMETRIQ could be destroyed, resulting in a
disruption in our commercialization efforts. These or other third parties may not be able to provide services in the time
we require to meet our commercial timelines and objectives or to meet regulatory requirements. We may not be able
to maintain or renew our arrangements with third parties, or enter into new arrangements, on acceptable terms, or at
all. Third parties could terminate or decline to renew our arrangements based on their own business priorities, at a
time that is costly or inconvenient for us. If we are unable to contract for logistics services or distribution of
cabozantinib on acceptable terms, our commercialization efforts may be delayed or otherwise adversely affected.

We are subject to certain healthcare laws, regulation and enforcement; our failure to comply with those laws could
have a material adverse effect on our results of operations and financial condition.

We are subject to certain healthcare laws and regulations and enforcement by the federal government and the states in
which we conduct our business. The laws that may affect our ability to operate include, without limitation:

the federal Anti-Kickback Law, which constrains our business activities, including our marketing practices,
educational programs, pricing policies, and relationships with healthcare providers or other entities, by prohibiting,
among other things, persons and entities from knowingly and willfully soliciting, receiving, offering or paying
remuneration, directly or indirectly, in exchange for or to induce either the referral of an individual for, or the
purchase, order or recommendation of, any good or service for which payment may be made under federal healthcare
programs such as the Medicare and Medicaid programs;

federal civil and criminal false claims laws and civil monetary penalty laws, which prohibit, among other things,
tndividuals or entities from knowingly presenting, or causing to be presented, claims for payment from Medicare,
Medicaid, or other third-party payers that are false or fraudulent;

federal criminal laws that prohibit executing a scheme to defraud any healthcare benefit program or making false
statements relating to healthcare matters;

HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act, and their
implementing regulations, which impose certain requirements relating to the privacy, security and transmission of
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state law equivalents of each of the above federal laws, such as anti-kickback and false claims laws which may apply
to items or services reimbursed by any third-party payer, including commercial insurers, and state laws
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governing the privacy and security of health information in certain circumstances, many of which differ from each
other in significant ways and may not have the same effect, thus complicating compliance efforts;

the Foreign Corrupt Practices Act, a U.S. law which regulates certain financial relationships with foreign government
officials (which could include, for example, certain medical professionals);

federal and state consumer protection and unfair competition laws, which broadly regulate marketplace activities and
activities that potentially harm consumers;

state and federal government price reporting laws that require us to calculate and report complex pricing metrics to
government programs, where such reported priced may be used in the calculation of reimbursement and/or discounts
on our marketed drugs (participation in these programs and compliance with the applicable requirements may subject
us to potentially significant discounts on our products, increased infrastructure costs, and potentially limit our ability
to offer certain marketplace discounts); and

state and federal marketing expenditure tracking and reporting laws, which generally require certain types of
expenditures in the United States to be tracked and reported (compliance with such requirements may require
tnvestment in infrastructure to ensure that tracking is performed properly, and some of these laws result in the public
disclosure of various types of payments and relationships, which could potentially have a negative effect on our
business and/or increase enforcement scrutiny of our activities).

In addition, certain marketing practices, including off-label promotion, may also violate certain federal and state
health regulatory fraud and abuse laws as well as false claims laws. If our operations are found to be in violation of
any of the laws described above or any other governmental regulations that apply to us, we, or our officers or
employees, may be subject to penalties, including administrative civil and criminal penalties, damages, fines,
withdrawal of regulatory approval, the curtailment or restructuring of our operations, the exclusion from participation
in federal and state healthcare programs and imprisonment, any of which could adversely affect our ability to sell our
products or operate our business and also adversely affect our financial results.

Numerous federal and state laws, including state security breach notification laws, state health information privacy
laws and federal and state consumer protection laws, govern the collection, use and disclosure of personal
information. Other countries also have, or are developing, laws governing the collection, use and transmission of
personal information. In addition, most healthcare providers who are expected to prescribe our products and from
whom we obtain patient health information are subject to privacy and security requirements under HIPAA. Although
we are not directly subject to HIPAA, we could be subject to criminal penalties if we knowingly obtain individually
identifiable health information from a HIPAA-covered entity in a manner that is not authorized or permitted by
HIPAA. The legislative and regulatory landscape for privacy and data protection continues to evolve, and there has
been an increasing amount of focus on privacy and data protection issues with the potential to affect our business,
including recently enacted laws in a majority of states requiring security breach notification. These laws could create
liability for us or increase our cost of doing business. International laws, such as the EU Data Privacy Directive
(95/46/EC) and Swiss Federal Act on Data Protection, regulate the processing of personal data within Europe and
between European countries and the United States. Failure to provide adequate privacy protections and maintain
compliance with safe harbor mechanisms could jeopardize business transactions across borders and result in
significant penalties.

If we are unable to obtain both adequate coverage and adequate reimbursement from third-party payers for
cabozantinib, our revenues and prospects for profitability will suffer.

Our ability to successfully commercialize cabozantinib will be highly dependent on the extent to which coverage and
reimbursement for it is, and will be, available from third-party payers, including governmental payers, such as
Medicare and Medicaid, and private health insurers. Many patients will not be capable of paying for cabozantinib
themselves and will rely on third-party payers to pay for, or subsidize, their medical needs. If third-party payers do not
provide coverage or reimbursement for cabozantinib, our revenues and prospects for profitability will suffer. In
addition, even if third-party payers provide some coverage or reimbursement for cabozantinib, the availability of such
coverage or reimbursement for prescription drugs under private health insurance and managed care plans often varies
based on the type of contract or plan purchased. There has been recent negative publicity regarding the use of
specialty pharmacies and drug pricing, which may result in physicians being less willing to participate in our patient
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access programs and thereby limit our ability to increase patient access and adoption of cabozantinib.

In addition, in some foreign countries, particularly the countries in the European Union, the pricing of prescription
pharmaceuticals is subject to governmental control. In these countries, price negotiations with governmental
authorities can take six to twelve months or longer after the receipt of regulatory marketing approval for a product,
which has the potential to substantially delay broad availability of the product in some of those countries. To obtain
reimbursement and/or pricing approval in some countries, we may be required to conduct a clinical trial that compares
the cost effectiveness of cabozantinib
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to other available therapies. The conduct of such a clinical trial could be expensive and result in delays in the
commercialization of cabozantinib. Third-party payers are challenging the prices charged for medical products and
services, and many third-party payers limit reimbursement for newly-approved health care products. In particular,
third-party payers may limit the indications for which they will reimburse patients who use cabozantinib. Cost-control
initiatives could decrease the price we might establish for cabozantinib, which would result in lower product revenues
to us.

Current healthcare laws and regulations and future legislative or regulatory reforms to the healthcare system may
affect our ability to sell cabozantinib profitably.

The United States and some foreign jurisdictions are considering or have enacted a number of legislative and
regulatory proposals to change the healthcare system in ways that could affect our ability to sell cabozantinib
profitably. Among policy makers and payers in the United States and elsewhere, there is significant interest in
promoting changes in healthcare systems with the stated goals of containing healthcare costs, improving quality
and/or expanding access. In the United States, the pharmaceutical industry has been a particular focus of these efforts
and has been significantly affected by major legislative initiatives.

We expect that the PPACA, as well as other healthcare reform measures that may be adopted in the future, may result
in more rigorous coverage criteria and in additional downward pressure on the price that we may receive for any
approved product. An expansion in the government’s role in the U.S. healthcare industry may cause general downward
pressure on the prices of prescription drug products, lower reimbursements for providers using our products, reduce
product utilization and adversely affect our business and results of operations. It is unclear whether and to what extent,
if at all, other potential developments resulting from the PPACA may provide us with additional revenue to offset the
annual excise tax (on certain drug product sales) enacted under the PPACA, subject to limited exceptions. It is
possible that the tax burden, if ours is not excepted, would adversely affect our financial performance. The PPACA,
among other things, also established a new Medicare Part D coverage gap discount program, in which manufacturers
must agree to offer 50% point-of-sale discounts off negotiated prices of applicable brand drugs to eligible
beneficiaries during their coverage gap period, as a condition for the manufacturer’s outpatient drugs to be covered
under Medicare Part D. Moreover, certain politicians, including presidential candidates, have announced plans to
regulate the prices of pharmaceutical products. We cannot know what form any such legislation may take or the
market’s perception of how such legislation would affect us. Any reduction in reimbursement from government
programs may result in a similar reduction in payments from private payors. The implementation of cost containment
measures or other healthcare reforms may prevent us from being able to generate revenue, attain profitability, or
commercialize our current products and/or those for which we may receive regulatory approval in the future.

As a result of the overall trend towards cost-effectiveness criteria and managed healthcare in the United States,
third-party payers are increasingly attempting to contain healthcare costs by limiting both coverage and the level of
reimbursement of new drugs. They may use tiered reimbursement and may adversely affect demand for cabozantinib
by placing it in an expensive tier. They may also refuse to provide any coverage of uses of approved products for
medical indications other than those for which the FDA has granted market approvals. As a result, significant
uncertainty exists as to whether and how much third-party payers will reimburse for newly approved drugs, which in
turn will put pressure on the pricing of drugs. Further, we do not have experience in ensuring approval by applicable
third-party payers outside of the United States for coverage and reimbursement of cabozantinib. We also anticipate
pricing pressures in connection with the sale of cabozantinib due to the increasing influence of health maintenance
organizations and additional legislative proposals.

Our competitors may develop products and technologies that impair the value of cabozantinib and cobimetinib.

The pharmaceutical, biopharmaceutical and biotechnology industries are highly fragmented and are characterized by
rapid technological change. In particular, the area of kinase-targeted therapies is a rapidly evolving and competitive
field. We face, and will continue to face, intense competition from biotechnology, biopharmaceutical and
pharmaceutical companies, as well as academic research institutions, clinical reference laboratories and government
agencies that are pursuing research activities similar to ours. Some of our competitors have entered into collaborations
with leading companies within our target markets, including some of our existing collaborators. Some of our
competitors are further along in the development of their products than we are. In addition, delays in the further
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development of cabozantinib or cobimetinib for the treatment of additional tumor types, could allow our competitors
to bring products to market before us. Our future success will depend upon our ability to maintain a competitive
position with respect to technological advances. The markets for which we intend to pursue regulatory approval of
cabozantinib and for which Roche and Genentech intend to pursue regulatory approval for cobimetinib are highly
competitive. Further, our competitors may be more effective at using their technologies to develop commercial
products. Many of the organizations competing with us have greater capital resources, larger research and
development staff and facilities, more experience in obtaining regulatory approvals and more extensive product
manufacturing and commercial capabilities than we do. As a result, our competitors may be able to more easily
develop technologies and products that would render our technologies and products, and those of our collaborators,
obsolete and noncompetitive. There
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may also be drug candidates of which we are not aware at an earlier stage of development that may compete with
cabozantinib and cobimetinib. In addition, cabozantinib and cobimetinib may compete with existing therapies that
have long histories of use, such as chemotherapy and radiation treatments in cancer indications.

Competition for cabozantinib

We believe that the principal competing anti-cancer therapy to COMETRIQ in progressive, metastatic MTC is
AstraZeneca’s RET, VEGFR and EGFR inhibitor vandetanib, which has been approved by the FDA and the EMA for
the treatment of symptomatic or progressive MTC in patients with unresectable, locally advanced, or metastatic
disease. On October 21, 2015, AstraZeneca announced the global completion of the sale of vandetanib to Genzyme, a
Sanofi company. We anticipate the potential for increased competition for COMETRIQ in progressive, metastatic
MTC as a result of the consolidation of vandetanib into Genzyme’s endocrinology portfolio and the company’s rare
disease expertise. In addition, we believe that COMETRIQ also faces competition as a treatment for progressive,
metastatic MTC from off-label use of Bayer’s and Onyx Pharmaceuticals’ (a wholly-owned subsidiary of Amgen)
multikinase inhibitor sorafenib, Pfizer’s multikinase inhibitor sunitinib, Ariad Pharmaceutical’s multikinase inhibitor
ponatinib, Novartis’ multikinase inhibitor pazopanib, and Eisai’s multikinase inhibitor lenvatinib.

Should cabozantinib be approved for the treatment of advanced RCC as a result of positive results from the METEOR
trial, we believe its principal competition may include: Pfizer’s axitinib, sunitinib and temsirolimus; Novartis’
everolimus and pazopanib; Bristol-Myers Squibb’s nivolumab, Bayer’s and Onyx Pharmaceuticals’ sorafenib;
Genentech’s bevacizumab; and, Eisai’s lenvatinib.

The potential for immediate competition from Bristol-Myers Squibb’s nivolumab is particularly significant. Nivolumab
was approved for the treatment of advanced RCC on November 23, 2015, following a rapid review by the FDA. That
approval was based in large part on the results of Bristol-Myers Squibb’s phase 3 trial comparing nivolumab to
everolimus in patients who had received previous antiangiogenic therapy for advanced RCC (Checkmate 025), in
which nivolumab met its primary endpoint of showing a statistically-significant improvement in OS over everolimus,
a current standard of care for the treatment of second line RCC patients. Nivolumab failed to demonstrate a
statistically-significant PFS benefit over everolimus. Nivolumab also demonstrated an acceptable safety profile. We
anticipate that nivolumab may be rapidly adopted by physicians for the treatment of advanced RCC.

Should cabozantinib be approved for the treatment of HCC, the other indication for which we have an ongoing phase
3 pivotal trial, we believe its principal competition may include Bayer’s and Onyx Pharmaceuticals’ sorafenib; Bayer’s
regorafenib; ArQule’s tivantinib; and Eisai’s lenvatinib.

Examples of potential competition for cabozantinib in other cancer indications include: other VEGF pathway
inhibitors, including Genentech’s bevacizumab; other RET inhibitors including Fisai’s lenvatinib and Ariad’s ponatinib;
and other MET inhibitors, including Amgen’s AMG 208, Pfizer’s crizotinib, ArQule’s tivantinib, and Mirati’s
MGCD265; and immunotherapies such as Bristol-Myers Squibb’s ipilimumab and nivolimab and Merck’s
pembrolizumab.

Competition for cobimetinib

We believe that cobimetinib’s principal competition amongst targeted agents includes Novartis’ trametinib and
dabrafenib, and Array’s encorafenib and binimetinib; and within the class of immunotherapies, Bristol-Myers Squibb’s
ipilimumab and nivolumab and Merck’s pembrolizumab. The second category, immunotherapies, are of particular
competitive importance vis-a-vis cobimetinib in advanced melanoma as they are already FDA approved in melanoma
patient populations that overlap with those that may be eligible for cobimetinib, they have been rapidly incorporated
into the National Comprehensive Cancer Network treatment guidelines, and they are viewed with a high degree of
enthusiasm by physicians and key opinion leaders. Ongoing and future trials incorporating immune-oncology agents,
including combination trials, may further impact usage of cobimetinib in melanoma and potentially in additional
tumor types in which cobimetinib may ultimately gain approval.

We lack the manufacturing capabilities and experience necessary to enable us to produce cabozantinib for clinical
development or for commercial sale and rely on third parties to do so, which subjects us to various risks.

We do not have the manufacturing capabilities or expertise necessary to enable us to produce materials for our clinical
trials or for commercial sale of cabozantinib in either its capsule formulation or tablet formulation, and rely on third
party contractors to do so. These third parties must comply with applicable regulatory requirements, including the
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FDA’s current Good Manufacturing Practices, or cGMP and the European Commission’s Guidelines on Good
Distribution Practice. Our current and anticipated future dependence upon these third parties may adversely affect our
future profit margins and our ability to develop and commercialize cabozantinib on a timely and competitive basis.
These third parties may not be able to produce
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material on a timely basis or manufacture material at the quality or in the quantity required to meet our development
and commercial timelines and applicable regulatory requirements. We may not be able to maintain or renew our
existing third party manufacturing and supply arrangements, or enter into new arrangements, on acceptable terms, or
at all. Our third party manufacturers and suppliers could terminate or decline to renew our manufacturing and supply
arrangements based on their own business priorities, at a time that is costly or inconvenient for us. If we are unable to
contract for the production of materials in sufficient quantity and of sufficient quality on acceptable terms, our clinical
trials and commercialization efforts may be delayed or otherwise adversely affected. This risk is especially acute
during the current period as we ramp up production plans in anticipation of a potential commercial launch in advanced
RCC.
The manufacturing process for pharmaceutical products is highly regulated and our third party vendors are subject to
c¢GMP. Our third-party manufacturers may not be able to comply with the cGMP regulations, other applicable FDA
regulatory requirements or similar regulations applicable outside of the United States. Additionally, if we are required
to enter into new manufacturing or supply arrangements, we may not be able to obtain approval from the FDA of any
alternate manufacturer or supplier in a timely manner, or at all, which could delay or prevent the clinical development
and commercialization of cabozantinib. Failure of our third party manufacturers or suppliers or us to obtain approval
from the FDA or to comply with applicable regulations could result in sanctions being imposed on us, including fines,
civil penalties, delays in or failure to grant marketing approval of cabozantinib, injunctions, suspension or withdrawal
of approvals, license revocation, seizures or recalls of products and compounds, operating restrictions and criminal
prosecutions, any of which could have a significant adverse effect on our business. Our third party manufacturers are
subject to routine regulatory inspections. Failure of our third party manufacturers to meet these appropriate standards
and/or perform manufacturing as required could result in a batch not passing quality inspection or meeting regulatory
approval. This could result in product recalls or withdrawals, delays or failures in product testing or delivery, cost
overruns or other problems that could have also a significant adverse effect on our business.
Clinical testing of cabozantinib is a lengthy, costly, complex and uncertain process and may fail to demonstrate safety
and efficacy.
Cabozantinib is being evaluated in a comprehensive development program for the treatment of advanced HCC and a
variety of other indications beyond the approved MTC indication and the pending advanced RCC indication. Clinical
trials are inherently risky and may reveal that cabozantinib is ineffective or has unacceptable toxicity or other side
effects that may significantly decrease the likelihood of regulatory approval in such indications. For example,
COMET-1 and COMET-2, our two phase 3 pivotal trials of cabozantinib in mCRPC, failed to meet their respective
primary endpoints of demonstrating a statistically significant increase in OS for patients treated with cabozantinib as
compared to prednisone and to demonstrate improvement in pain response for patients treated by cabozantinib as
compared to mitoxantrone/prednisone. Based on the outcome of the COMET trials, we deprioritized the clinical
development of cabozantinib in mCRPC.
The results of preliminary studies do not necessarily predict clinical or commercial success, and later-stage clinical
trials may fail to confirm the results observed in earlier-stage trials or preliminary studies. Although we have
established timelines for manufacturing and clinical development of cabozantinib based on existing knowledge of our
compounds in development and industry metrics, we may not be able to meet those timelines.
We may experience numerous unforeseen events, during or as a result of clinical testing, that could delay or prevent
commercialization of cabozantinib for the treatment of advanced HCC, and other indications, including:
cabozantinib may not prove to be efficacious or may cause, or potentially cause, harmful side effects;
negative or inconclusive clinical trial results may require us to conduct further testing or to abandon projects that we
had expected to be promising;
our competitors may discover or commercialize other compounds or therapies that show significantly improved safety
or efficacy compared to cabozantinib;
patient registration or enrollment in our clinical testing may be lower than we anticipate, resulting in the delay or
cancellation of clinical testing; and
. regulators or institutional review boards may withhold authorization of cabozantinib, or delay, suspend or
terminate clinical research for various reasons, including noncompliance with regulatory requirements or their
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determination that participating patients are being exposed to unacceptable health risks.
If we were to have significant delays in or termination of our clinical testing of cabozantinib as a result of any of the
events described above or otherwise, our expenses could increase and our ability to generate revenues could be
impaired, either of which could adversely impact our financial results.
We have limited experience in conducting clinical trials and may not be able to rapidly or effectively continue the
further development of cabozantinib or meet current or future requirements of the FDA or regulatory authorities in
other jurisdictions, including those identified based on our discussions with the FDA or such other regulatory
authorities. Our
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planned clinical trials may not begin on time, or at all, may not be completed on schedule, or at all, may not be
sufficient for registration of cabozantinib or may not result in an approvable product.

Completion of clinical trials may take several years or more, but the length of time generally varies substantially
according to the type, complexity, novelty and intended use of cabozantinib. The duration and the cost of clinical trials
may vary significantly over the life of a project as a result of factors relating to the clinical trial, including, among
others:

the number of patients who ultimately participate in the clinical trial;

the duration of patient follow-up that is appropriate in view of the results or required by regulatory authorities;

the number of clinical sites included in the trials; and

the length of time required to enroll suitable patient subjects.

Any delay could limit our ability to generate revenues, cause us to incur additional expense and cause the market price
of our common stock to decline significantly. Our partners under our collaboration agreements may experience similar
risks with respect to the compounds we have out-licensed to them. If any of the events described above were to occur
with such programs or compounds, the likelihood of receipt of milestones and royalties under such collaboration
agreements could decrease.

If third parties upon which we rely do not perform as contractually required or expected, we may not be able to obtain
regulatory approval for or commercialize cabozantinib for the treatment of additional indications beyond the approved
MTC indication.

We do not have the ability to independently conduct clinical trials for cabozantinib, including our post-marketing
commitments in connection with the approvals of COMETRIQ in MTC, and we rely on third parties we do not control
such as the federal government (including NCI-CTEP, with whom we have our CRADA), third-party contract
research organizations, medical institutions, clinical investigators and contract laboratories to conduct our clinical
trials. If these third parties do not successfully carry out their contractual duties or regulatory obligations or meet
expected deadlines, if the third parties need to be replaced or if the quality or accuracy of the data they obtain is
compromised due to their failure to adhere to our clinical protocols or regulatory requirements or for other reasons,
our preclinical development activities or clinical trials may be extended, delayed, suspended or terminated, and we
may not be able to obtain regulatory approval for or commercialize cabozantinib for additional indications beyond the
approved MTC indication in the United States and European Union.

Cabozantinib is subject to a lengthy and uncertain regulatory process that may not result in the necessary regulatory
approvals, which could adversely affect our ability to commercialize cabozantinib.

The activities associated with cabozantinib’s research, development and commercialization, are subject to extensive
regulation by the FDA and other regulatory agencies in the United States and by comparable authorities in other
countries. Failure to obtain regulatory approval for cabozantinib would prevent us from promoting its use. We have
only limited experience in preparing and filing the applications necessary to gain regulatory approvals. The process of
obtaining regulatory approvals in the United States and other foreign jurisdictions is expensive, and often takes many
years, if approval is obtained at all, and can vary substantially based upon the type, complexity and novelty of the
product candidates involved. For example, before an NDA or NDA supplement can be submitted to the FDA, or MAA
to the EMA or any application or submission to regulatory authorities in other jurisdictions, the product candidate
must undergo extensive clinical trials, which can take many years and require substantial expenditures.

Any clinical trial may fail to produce results satisfactory to the FDA or regulatory authorities in other jurisdictions.
For example, the FDA could determine that the design of a clinical trial is inadequate to produce reliable results. The
regulatory process also requires preclinical testing, and data obtained from preclinical and clinical activities are
susceptible to varying interpretations. The FDA has substantial discretion in the approval process and may refuse to
approve any NDA or decide that our data is insufficient for approval and require additional preclinical, clinical or
other studies. For example, varying interpretations of the data obtained from preclinical and clinical testing could
delay, limit or prevent regulatory approval of cabozantinib for any individual, additional indications.

In addition, delays or rejections may be encountered based upon changes in regulatory policy for product approval
during the period of product development and regulatory agency review. Changes in regulatory approval policy,
regulations or statutes governing the process for regulatory review during the development or review periods for
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cabozantinib may cause delays in the approval or rejection of an application.

Even if the FDA or a comparable authority in another jurisdiction approves cabozantinib, the approval may impose
significant restrictions on the indicated uses, conditions for use, labeling, distribution, advertising, promotion,
marketing and/or production of cabozantinib and may impose ongoing requirements for post-approval studies,
including additional research and development and clinical trials. For example, in connection with the FDA’s approval
of COMETRIQ for the treatment of
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progressive, metastatic MTC, we are subject to the various post-marketing requirements, including a requirement to
conduct a clinical study comparing a lower dose of cabozantinib to the approved dose of 140 mg daily cabozantinib in
progressive, metastatic MTC and to conduct other clinical pharmacology and preclinical studies. Failure to complete
any post-marketing requirements in accordance with the timelines and conditions set forth by the FDA could
significantly increase costs or delay, limit or eliminate the commercialization of cabozantinib. Further, these agencies
may also impose various civil or criminal sanctions for failure to comply with regulatory requirements, including
withdrawal of product approval.

Risks Related to Our Relationships with Third Parties

We are dependent upon our collaborations with major companies, which subjects us to a number of risks.

We have established collaborations with leading pharmaceutical and biotechnology companies, including, Ipsen,
Genentech, Bristol-Myers Squibb, Sanofi, Merck (known as MSD outside of the United States and Canada) and
Daiichi Sankyo, for the development and ultimate commercialization of certain compounds generated from our
research and development efforts. Our dependence on our relationships with existing collaborators for the
development and commercialization of compounds under the collaborations subjects us to, and our dependence on
future collaborators for development and commercialization of additional compounds will subject us to, a number of
risks, including:

we are not able to control the amount and timing of resources that our collaborators or potential future collaborators
will devote to the development or commercialization of drug candidates or to their marketing and distribution;

we are not able to control the U.S. commercial resourcing decisions made and resulting costs incurred by Genentech
for cobimetinib, which reasonable costs we are obligated to share, in part, under our collaboration agreement with
Genentech;

collaborators may delay clinical trials, provide insufficient funding for a clinical trial program, stop a clinical trial or
abandon a drug candidate, repeat or conduct new clinical trials or require a new formulation of a drug candidate for
clinical testing;

disputes may arise between us and our collaborators that result in the delay or termination of the research,
development or commercialization of our drug candidates, or that diminish or delay receipt of the economic benefits
we are entitled to receive under the collaboration, or that result in costly litigation or arbitration that diverts
management’s attention and resources;

collaborators may experience financial difficulties;

collaborators may not be successful in their efforts to obtain regulatory approvals in a timely manner, or at all;
collaborators may not properly maintain or defend our intellectual property rights or may use our proprietary
tnformation in such a way as to invite litigation that could jeopardize or invalidate our proprietary information or
expose us to potential litigation;

collaborators may not comply with applicable healthcare regulatory laws;

business combinations or significant changes in a collaborator’s business strategy may adversely affect a collaborator’s
willingness or ability to complete its obligations under any arrangement;

a collaborator could independently move forward with a competing drug candidate developed either independently or
in collaboration with others, including our competitors;

we may be precluded from entering into additional collaboration arrangements with other parties in an area or field of
exclusivity;

future collaborators may require us to relinquish some important rights, such as marketing and distribution rights; and
collaborations may be terminated or allowed to expire, which would delay, and may increase the cost of development
of our drug candidates.

If any of these risks materialize, we may not receive collaboration revenue or otherwise realize anticipated benefits
from such collaborations, our product development efforts could be delayed and our business, operating results and
financial condition could be adversely affected.

We may be unable to establish collaborations for selected preclinical and clinical compounds.

We may pursue new collaborations with leading pharmaceutical and biotechnology companies for the development
and ultimate commercialization of selected preclinical and clinical programs and compounds, particularly those drug

65



Edgar Filing: EXELIXIS, INC. - Form 10-K

candidates for which we believe that the capabilities and resources of a partner can accelerate development and help to
fully realize their therapeutic and commercial potential. However, we may not be able to close any such additional
collaborations on acceptable
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terms, or at all. We are unable to predict when, if ever, we will enter into any additional collaborations because of the
numerous risks and uncertainties associated with establishing additional collaborations. If we are unable to close
additional collaborations on mutually-advantageous terms with partners qualified to achieve the collaboration’s
objectives, we may not be able to realize value from a particular drug candidate.

Risks Related to Our Intellectual Property

Data breaches and cyber-attacks could compromise our intellectual property or other sensitive information and cause
significant damage to our business and reputation.

In the ordinary course of our business, we collect, maintain and transmit sensitive data on our networks and systems,
including our intellectual property and proprietary or confidential business information (such as research data and
personal information) and confidential information with respect to our customers, clinical trial patients and our
business partners. We have also outsourced significant elements of our information technology infrastructure and, as a
result, third parties may or could have access to our confidential information. The secure maintenance of this
information is critical to our business and reputation. We believe that companies have been increasingly subject to a
wide variety of security incidents, cyber-attacks and other attempts to gain unauthorized access. These threats can
come from a variety of sources, ranging in sophistication from an individual hacker to a state-sponsored attack and
motive (including corporate espionage). Cyber threats may be generic, or they may be custom-crafted against our
information systems. Over the past year, cyber-attacks have become more prevalent and much harder to detect and
defend against. Our network and storage applications and those of our vendors may be subject to unauthorized access
by hackers or breached due to operator error, malfeasance or other system disruptions. It is often difficult to anticipate
or immediately detect such incidents and the damage caused by such incidents. These data breaches and any
unauthorized access or disclosure of our information or intellectual property could compromise our intellectual
property and expose sensitive business information. A data security breach could also lead to public exposure of
personal information of our clinical trial patients, customers and others. Cyber-attacks could cause us to incur
significant remediation costs, result in product development delays, disrupt key business operations and divert
attention of management and key information technology resources. Our network security and data recovery measures
and those of our vendors may not be adequate to protect against such security breaches and disruptions. These
incidents could also subject us to liability, expose us to significant expense and cause significant harm to our
reputation and business.

If we are unable to adequately protect our intellectual property, third parties may be able to use our technology, which
could adversely affect our ability to compete in the market.

Our success will depend in part upon our ability to obtain patents and maintain adequate protection of the intellectual
property related to our technologies and products. The patent positions of biopharmaceutical companies, including our
patent position, are generally uncertain and involve complex legal and factual questions. We will be able to protect
our intellectual property rights from unauthorized use by third parties only to the extent that our technologies are
covered by valid and enforceable patents or are effectively maintained as trade secrets. We will continue to apply for
patents covering our technologies and products as, where and when we deem appropriate. However, these applications
may be challenged or may fail to result in issued patents. Our issued patents have been and may in the future be
challenged by third parties as invalid or unenforceable under U.S. or foreign laws, or they may be infringed by third
parties. As a result, we are from time to time involved in the defense and enforcement of our patent or other
intellectual property rights in a court of law, U.S. Patent and Trademark Office inter partes review or reexamination
proceeding, foreign opposition proceeding or related legal and administrative proceeding in the United States and
elsewhere. The costs of defending our patents or enforcing our proprietary rights in post-issuance administrative
proceedings and litigation may be substantial and the outcome can be uncertain. An adverse outcome may allow third
parties to use our intellectual property without a license and negatively impact our business.

In addition, because patent applications can take many years to issue, third parties may have pending applications,
unknown to us, which may later result in issued patents that cover the production, manufacture, commercialization or
use of our product candidates. Our existing patents and any future patents we obtain may not be sufficiently broad to
prevent others from practicing our technologies or from developing competing products. Furthermore, others may
independently develop similar or alternative technologies or design around our patents. In addition, our patents may
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be challenged or invalidated or may fail to provide us with any competitive advantages, if, for example, others were

the first to invent or to file patent applications for closely related inventions.

The laws of some foreign countries do not protect intellectual property rights to the same extent as the laws of the
United States, and many companies have encountered significant problems in protecting and defending such rights in
foreign jurisdictions. Many countries, including certain countries in Europe, have compulsory licensing laws under
which a patent owner may be compelled to grant licenses to third parties (for example, the patent owner has failed to
“work” the invention in that country or the third party has patented improvements). In addition, many countries limit the
enforceability of patents against government agencies or government contractors. In these countries, the patent owner
may have limited remedies, which
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could materially diminish the value of the patent. Compulsory licensing of life-saving drugs is also becoming
increasingly popular in developing countries either through direct legislation or international initiatives. Such
compulsory licenses could be extended to include our products or product candidates, which could limit our potential
revenue opportunities. Moreover, the legal systems of certain countries, particularly certain developing countries, do
not favor the aggressive enforcement of patent and other intellectual property protection, which makes it difficult to
stop infringement. We rely on trade secret protection for some of our confidential and proprietary information. We
have taken security measures to protect our proprietary information and trade secrets, but these measures may not
provide adequate protection. While we seek to protect our proprietary information by entering into confidentiality
agreements with employees, collaborators and consultants, we cannot assure you that our proprietary information will
not be disclosed, or that we can meaningfully protect our trade secrets. In addition, our competitors may
independently develop substantially equivalent proprietary information or may otherwise gain access to our trade
secrets.

Litigation or third-party claims of intellectual property infringement could require us to spend substantial time and
money and adversely affect our ability to develop and commercialize products.

Our commercial success depends in part upon our ability to avoid infringing patents and proprietary rights of third
parties and not to breach any licenses that we have entered into with regard to our technologies and the technologies
of third parties. Other parties have filed, and in the future are likely to file, patent applications covering genes and
gene fragments, techniques and methodologies relating to model systems and products and technologies that we have
developed or intend to develop. If patents covering technologies required by our operations are issued to others, we
may have to obtain licenses from third parties, which may not be available on commercially reasonable terms, or at
all, and may require us to pay substantial royalties, grant a cross-license to some of our patents to another patent
holder or redesign the formulation of a product candidate so that we do not infringe third-party patents, which may be
impossible to obtain or could require substantial time and expense.

Third parties may accuse us of employing their proprietary technology without authorization. In addition, third parties
may obtain patents that relate to our technologies and claim that use of such technologies infringes on their patents.
Regardless of their merit, such claims could require us to incur substantial costs, including the diversion of
management and technical personnel, in defending ourselves against any such claims or enforcing our patents. In the
event that a successful claim of infringement is brought against us, we may be required to pay damages and obtain one
or more licenses from third parties. We may not be able to obtain these licenses at a reasonable cost, or at all. Defense
of any lawsuit or failure to obtain any of these licenses could adversely affect our ability to develop and
commercialize products.

We may be subject to damages resulting from claims that we, our employees or independent contractors have
wrongfully used or disclosed alleged trade secrets of their former employers.

Many of our employees and independent contractors were previously employed at universities or other biotechnology,
biopharmaceutical or pharmaceutical companies, including our competitors or potential competitors. We may be
subject to claims that these employees, independent contractors or we have inadvertently or otherwise used or
disclosed trade secrets or other proprietary information of their former employers, or used or sought to use patent
inventions belonging to their former employers. Litigation may be necessary to defend against these claims. Even if
we are successful in defending against these claims, litigation could result in substantial costs and divert management’s
attention. If we fail in defending such claims, in addition to paying money claims, we may lose valuable intellectual
property rights or personnel. A loss of key research personnel and/or their work product could hamper or prevent our
ability to commercialize certain product candidates, which could severely harm our business.

Risks Related to Employees and Location

The loss of key personnel or the inability to retain and, where necessary, attract additional personnel could impair our
ability to operate and expand our operations.

We are highly dependent upon the principal members of our management, as well as clinical and commercial staff, the
loss of whose services might adversely impact the achievement of our objectives. Also, we may not have sufficient
personnel to execute our business plan. Retaining and, where necessary, recruiting qualified clinical and commercial
personnel will be critical to s