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NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains forward-looking statements that are being made pursuant to the provisions

of the U.S. Private Securities Litigation Reform Act of 1995 with the intention of obtaining the benefits of the “safe

harbor” provisions of that Act. These forward-looking statements may be accompanied by words such as “anticipate,”
“believe,” “build,” “can,” “contemplate,” “continue,” “could,” “should,” “designed,” “estimate,” “project,” “expect,” “forecast
“intend,” “likely,” “may,” “plan,” “possible,” “potential,” “predict,” “strategy,” “seek,” “target,” “will,” “would,” and other wc
similar meaning. These forward-looking statements include, but are not limited to, statements about:

99 ¢ 29 ¢

9 ¢ LT3 29 ¢ 99 ¢ 9 ¢ 9

our expectations with respect to (i) the anticipated financial impact and potential benefits to us related to our merger
with Keryx Biopharmaceuticals, Inc., or Keryx, that was completed on December 12, 2018, or the Merger, (ii)
integration of the businesses subsequent to the Merger, and (iii) other matters related to the Merger;
the potential therapeutic applications of the hypoxia inducible factor, or HIF, pathway;
our pipeline, including its potential, and our research activities;
the potential therapeutic benefits, safety profile, and effectiveness of our product candidates, including the potential
for vadadustat to set a new standard of care in the treatment of anemia due to chronic kidney disease;
the potential indications and market potential and acceptance of our product and product candidates, including our
estimates regarding the potential market opportunity for Auryxia, vadadustat or any other product candidates and the
size of eligible patient populations;
our competitive position, including estimates, developments and projections relating to our competitors and their
products and product candidates, and our industry;
our expectations, projections and estimates regarding our costs, expenses, revenues, capital requirements, need for
additional capital, financing our future cash needs, capital resources, cash flows, financial performance, profitability,
tax obligations, liquidity, growth, contractual obligations, the period of time our cash resources and collaboration
funding will fund our current operating plan, internal control over financial reporting, and disclosure controls and
procedures;
the timing of the availability and disclosure of clinical trial data and results;
our and our collaborators’ strategy, plans and expectations with respect to the development, manufacturing,
commercialization, launch, marketing and sale of our product candidates, and the associated timing thereof;
the designs of our studies, and the type of information and data expected from our studies and the expected benefits
thereof;
the timing of or likelihood of regulatory filings and approvals, including labeling or other restrictions;
our ability to maintain any marketing authorizations we currently hold or will obtain, including our marketing
authorizations for Auryxia and our ability to complete post-marketing requirements with respect thereto;
our ability to negotiate, secure and maintain adequate pricing, coverage and reimbursement terms and processes on a
timely basis, or at all, with third-party payors for Auryxia or any other product candidate that may be approved;
the targeted timing of enrollment of our clinical trials;
the timing of initiation of our clinical trials and plans to conduct preclinical and clinical studies in the future;
the timing and amounts of payments from or to our collaborators and licensees, and the anticipated arrangements and
benefits under our collaboration and license agreements, including with respect to milestones and royalties;
our intellectual property position, including obtaining and maintaining patents; and the timing, outcome and impact
of administrative, regulatory, legal and other proceedings relating to our patents and other proprietary and intellectual
property rights;
expected reliance on third parties, including with respect to the development, manufacturing, supply and
commercialization of our product and product candidates;
accounting standards and estimates, their impact, and their expected timing of completion;
2
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estimated periods of performance of key contracts;

our facilities, lease commitments, and future availability of facilities;

cybersecurity;

tnsurance coverage;

our employees, including our management team, employee compensation, employee relations, and our ability to

attract and retain high quality employees;

the implementation of our business model, current operating plan, and strategic plans for our business, product

candidates and technology, and business development opportunities including potential collaborations, alliances,

mergers, acquisitions or licensing of assets;

the timing, outcome and impact of current and any future legal proceedings.
These forward-looking statements involve risks and uncertainties, including those that are described in Part I,
Item 1A. Risk Factors included in this Annual Report and elsewhere in this Annual Report on Form 10-K, that could
cause our actual results, financial condition, performance or achievements to be materially different from those
indicated in these forward-looking statements. Given these risks and uncertainties, you should not place undue
reliance on these forward-looking statements. Forward-looking statements speak only as of the date of this Annual
Report on Form 10-K. Except as required by law, we assume no obligation to publicly update or revise these
forward-looking statements for any reason. Unless otherwise stated, our forward-looking statements do not reflect the
potential impact of any future acquisitions, mergers, dispositions, joint ventures or investments we may make.

This Annual Report on Form 10-K also contains estimates and other information concerning our industry and the
markets for certain diseases, including data regarding the estimated size of those markets, and the incidence and
prevalence of certain medical conditions. Unless otherwise expressly stated, we obtained this industry, market and
other data from reports, research surveys, studies and similar data prepared by market research firms and other third
parties, industry, medical and general publications, government data and similar sources.

In this Annual Report on Form 10-K, unless otherwise stated or the context otherwise requires, references to “Akebia,”
“we,” “us,” “our,” “the Company,” and similar references refer to Akebia Therapeutics, Inc. and, where appropriate, its
subsidiaries, including Keryx. The trademarks, trade names and service marks appearing in this Annual Report on
Form 10-K are the property of their respective owners. All website addresses given in this Annual Report on Form
10-K are for information only and are not intended to be an active link or to incorporate any website information into

this document.
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PART I

Item 1. Business
Overview

We are a biopharmaceutical company focused on the development and commercialization of therapeutics for patients
with kidney disease. On December 12, 2018, we completed a merger, or the Merger, with Keryx Biopharmaceuticals,
Inc., or Keryx, combining a nephrology-focused commercial organization with our robust development organization.
Following the Merger, Keryx is our wholly owned subsidiary, and we are integrating our business and Keryx’s
business with the goal of positioning Akebia to realize the potential growth opportunities and synergies from the
Merger.

We now have a commercial product and a late-stage product candidate:

Auryxia® (ferric citrate) is approved and marketed in the United States for two indications: (1) the control of serum
phosphorus levels in adult patients with chronic kidney disease, or CKD, on dialysis, or DD-CKD, or the
Hyperphosphatemia Indication, and (2) the treatment of iron deficiency anemia, or IDA, in adult patients with CKD
not on dialysis, or NDD-CKD, or the IDA Indication. Ferric citrate is also approved and marketed in Japan as an oral
treatment for the improvement of hyperphosphatemia in patients with CKD, including DD-CKD and NDD-CKD,
under the trade name Riona® (ferric citrate hydrate) and approved in the European Union, or the EU, for the control
of hyperphosphatemia in adult patients with CKD under the trade name Fexeric® (ferric citrate).
¥ adadustat is an investigational, oral hypoxia-inducible factor prolyl hydroxylase inhibitor, or HIF-PHI, in global
Phase 3 development for two indications: (1) anemia due to CKD in adult patients with DD-CKD, and (2) anemia
due to CKD in adult patients with NDD-CKD. We believe vadadustat has the potential to set a new oral standard of
care for patients with anemia due to CKD, subject to regulatory approval. Vadadustat’s proposed mechanism of action
is designed to mimic the physiologic effect of altitude on oxygen availability. At higher altitudes, the body responds
to lower oxygen availability with increased production of hypoxia-inducible factor, or HIF, which coordinates the
interdependent processes of iron mobilization and stimulates endogenous production of erythropoietin, or EPO, to
increase red blood cell, or RBC, production and, ultimately, improve oxygen delivery.

We market Auryxia in the United States with our well-established, nephrology-focused commercial organization. Our

Japanese sublicensee, Japan Tobacco, Inc., or JT, and its subsidiary, Torii Pharmaceutical Co., Ltd., or Torii,

commercialize Riona in Japan. Fexeric is not currently marketed in the EU.

We plan to commercialize vadadustat, subject to U.S. Food and Drug Administration, or FDA, approval, in the United
States with our commercial organization, while also leveraging our collaboration with Otsuka Pharmaceutical Co.
Ltd., or Otsuka, and its U.S. commercial organization. We also granted Otsuka exclusive rights to commercialize
vadadustat in Europe, China and certain other markets, subject to marketing approvals. In Japan and certain other
countries in Asia, we granted Mitsubishi Tanabe Pharma Corporation, or MTPC, exclusive rights to commercialize
vadadustat, subject to marketing approvals. In addition, we granted Vifor (International) Ltd., or Vifor Pharma, an
exclusive license to sell vadadustat solely to Fresenius Kidney Care Group LLC, or FKC, which manages
approximately 40% of the dialysis patients in the United States, at its U.S. dialysis clinics, subject to FDA approval of
vadadustat, vadadustat’s reimbursement under a bundled reimbursement model, and a milestone payment by Vifor
Pharma.

Strategy
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Our goal is to become a leading biopharmaceutical company focused on the treatment of patients with kidney disease,
through the discovery, development and commercialization of innovative therapeutics. The key elements of our
strategy are as follows:

Maximize commercial opportunity for Auryxia. We aim to gain market share in Auryxia’s Hyperphosphatemia
Indication by leveraging Auryxia’s product profile and opportunities for adoption following the release of updated
clinical guidelines. We aim to gain market share and grow the market for Auryxia’s IDA Indication by offering an
alternative to the existing treatment approach.
€Complete global development and commercialization of our late-stage product candidate, vadadustat. We believe
vadadustat has the potential to address limitations of injectable erythropoiesis-stimulating agents, or ESAs, and set a
new standard of care for the treatment of anemia due to CKD, subject to regulatory approval. We are conducting a
global Phase 3 clinical development program for vadadustat, and our collaboration partner, MTPC, is conducting a
Phase 3 clinical development program for vadadustat in Japan. We believe we are well positioned to commercialize
vadadustat in the United States in partnership with Otsuka and through our agreement with Vifor Pharma, subject to
FDA approval. We plan to support Otsuka’s and MTPC’s commercialization of vadadustat in Europe, China and
certain other markets, subject to regulatory approvals. We retained full commercial rights to vadadustat in Latin
America, allowing us maximum flexibility in the region.
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{ everage portfolio synergies between our product, Auryxia, and our product candidate, vadadustat, in CKD. We
believe there is an opportunity to maximize the U.S. commercial performance of Auryxia and vadadustat, subject to
FDA approval and launch, by leveraging our nephrology-focused commercial organization for Auryxia and our
relationships and expertise in the renal space. We also plan to explore co-development potential for Auryxia and
vadadustat.
€xpand our pipeline and portfolio of renal therapeutics to advance care for patients with kidney disease. We aim to
add to our pipeline and portfolio of renal therapeutics through internal discovery and development, and through
strategic transactions, such as in-licenses, collaborations and acquisitions. Our pipeline and portfolio expansion
efforts will be guided by our vision to improve the health of patients with kidney disease through better disease
management and novel therapeutics.
Our management team has extensive experience in developing and commercializing drugs for the treatment of renal
and metabolic disorders, a deep understanding of the renal space and biological pathways involved in kidney disease
including HIF biology, and broad business development expertise. With this management team, fully integrated
capabilities spanning research, manufacturing, development and commercialization, a growing revenue stream and a
strong balance sheet, we are well positioned to execute on our strategy.

Kidney Disease

Kidney disease is an area of major unmet need globally, driving massive healthcare costs and with a generally poor
prognosis: eventually many patients will progress to a stage where they are dependent on dialysis, with high morbidity
and a significant increase in mortality rate.

Kidney disease can be caused by a number of distinct and concomitant factors, including cardiometabolic disorders
(primarily diabetes and hypertension), genetic kidney diseases, autoimmune disorders, and aging. Given the
prevalence and growth rates of these various underlying conditions, kidney disease prevalence is expected to continue
to increase globally. In the United States, kidney disease significantly impacts the U.S. healthcare system, affecting
more than 40 million patients and costing Medicare over $110 billion annually in 2016 for the care provided in
dialysis clinics, nephrology centers and hospitals. The U.S. Department of Health and Human Services has
recognized the national pandemic and partnered with the American Society of Nephrology to found the KidneyX
Innovation Accelerator, a public-private partnership to improve the lives of the 850 million people worldwide
currently affected by kidney diseases by accelerating innovation in the prevention, diagnosis and treatment of kidney
diseases.

Most of the conditions covered by the term “kidney disease” may ultimately lead to dependence on dialysis or kidney
transplant for survival, causing renal failure, directly or indirectly, by accelerating the onset of CKD. Dependence on
dialysis is associated with a significant increase in mortality and hospitalizations, and a significant reduction in quality
of life for patients. It is our vision, in time, to provide or contribute to better alternatives for patients with kidney
disease.

As a first step towards our vision, we aim to advance care for patients with CKD, which is the current focus of our
pipeline and our FDA-approved product, Auryxia.

CKD is a condition in which the kidneys are progressively damaged to the point that they cannot properly filter the
blood circulating in the body. This damage causes waste products to build up in the patient’s blood leading to other
health problems, including anemia, cardiovascular disease and bone disease. As illustrated in the table below, CKD
patients are categorized in one of five stages based on the degree of their loss of kidney function as measured by the
glomerular filtration rate, or GFR, and the level of protein in the urine, referred to as albuminuria. CKD is estimated to
affect approximately 37 million adults in the United States.

10
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Stages and Prevalence of Chronic Kidney Disease in the United States

Estimated Number of U.S.
Stage Description GFR (mL/min/1.73m?2)2 U.S. Prevalence Rates® ¢ Patients (millions)d ¢
Kidney damage with normal or
1 increased GFR =90 4.6% 11.2
Kidney damage with mildly
2 decreased GFR 60-89 3.0% 7.3
3 Moderately decreased GFR 30-59 6.7% 16.4
4 Severely decreased GFR 15-29 0.4% 1.0
Kidney failure (includes non
5 dialysis, dialysis and transplant) <15 (or dialysis) 0.3% (calculated) 0.7
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Sources:

AGFR categories defined in the August 2012 Kidney Disease Improving Global Outcomes Clinical Practice Guideline
for Anemia in Chronic Kidney Disease, p. vii.
bU.S. Prevalence Rates for Stages 1-4 based on averages of data from 2011-2012 and 2013-2014, CDC CKD
Surveillance System, National Health and Nutrition Examination Survey, or NHANES.
¢U.S. Prevalence Rate for Stage 5 is based on a calculation using estimated number of U.S. patients with Stage 5
CKD from 2017 U.S. Renal Data System Annual Report, as set forth in this table, and U.S. population data for
people 20 years and older from www.census.gov.
dEstimated Number of U.S. Patients for Stages 1-4 based on the 2017 U.S. Prevalence rates, as set forth in this table,
as applied by Akebia to U.S. population data for people 20 years and older from www.census.gov.
¢Estimated Number of U.S. End-Stage Renal Disease Patients from 2017 U.S. Renal Data System Annual Report.
The prevalence and incidence of CKD is increasing in all segments of the United States population. Risk factors for
the development of CKD include concomitant diseases such as hypertension, diabetes mellitus and cardiovascular
disease, lifestyle factors such as tobacco use and inactivity, family history, aging and prenatal factors such as maternal
diabetes mellitus, low birth weight and small-for-gestational-age status. According to an article in The Lancet
published in May 2013, projected worldwide population changes suggest that the potential number of cases of CKD,
specifically end-stage, will increase disproportionately in countries such as Japan, China and India where the number
of elderly people is increasing. This effect will be accelerated further if the growth in the prevalence of hypertension
and diabetes persists, along with the associated increased risk of stroke and cardiovascular disease, and access to
treatment does not improve.

The progression of CKD towards renal failure is complicated by multiple conditions which further deteriorate kidney
function and the general health of patients if left untreated. Typically the prevalence of these conditions increases as
CKD progresses. For instance, anemia is characterized by low hemoglobin levels and is typically associated with a
worsening quality of life, increased hospitalizations and increased mortality. The prevalence of anemia increases with
the severity of CKD from an estimated 20% in patients with Stage 3 NDD-CKD to an estimated 95% in patients with
Stage 5 DD-CKD.

Anemia, or low hemoglobin/red blood count, in patients with CKD most commonly arises from two etiologies:

1.IDA: results from low levels of iron due to abnormal iron absorption and utilization in patients with CKD.

2.Anemia due to CKD: results from inadequate levels of EPO, a protein hormone synthesized by specialized cells in
the kidney that stimulates production of red blood cells in the bone marrow. As renal function declines, the body
progressively loses the ability to produce endogenous EPO.

IDA in adult patients with NDD-CKD is an FDA-approved indication for Auryxia, and anemia due to CKD in
NDD-CKD and DD-CKD patients are the two indications being investigated in Phase 3 clinical trials for vadadustat.

Hyperphosphatemia is another condition associated with CKD that is characterized by elevated serum phosphorus
levels and is also typically associated with a worsening of health including increased cardiovascular risk and increased
mortality. Hyperphosphatemia in DD-CKD patients is also an FDA-approved indication for Auryxia.

In addition to these conditions that are the current focus of our pipeline and portfolio of approved indications, there
are several other disorders that have deleterious consequences on patient’s health, including hypercalcemia,
hyperkalemia, hyponatremia, hypernatremia, and hyperparathyroidism. These conditions are generally not well
controlled, particularly in the later stages of CKD and as patients transition to dialysis.

12
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We are considering opportunities for further development and co-development of Auryxia and vadadustat in CKD
patients, including in patients with later stage NDD-CKD.

When considering the clinical and commercial opportunities in CKD, it is important to take note of the contrasting
market dynamics between DD-CKD and NDD-CKD.

6
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DD-CKD patients receive treatment for the various complications of CKD including anemia and hyperphosphatemia.
Given the concentration of dialysis clinics in large networks, with DaVita and Fresenius Kidney Care accounting for
nearly 80% of the dialysis population in the United States, treatment is usually driven by medical protocols that are
rolled out across the entire network of clinics. These protocols are informed by very large data sets and when updated,
result in rapid change applicable to large segments of the patient population. This is particularly true of medications
covered under the End Stage Renal Disease, or ESRD, Prospective Payment System, or PPS, in Medicare, or the
ESRD Bundle, a payment structure with a flat base rate per dialysis session adjusted for individual patient and facility
characteristics. Dialysis-related drugs are included in the ESRD Bundle if they fall into functional categories such as
anemia management and bone and mineral metabolism, except that oral-only drugs are exempted from inclusion until
2025. In a final ESRD PPS rule published in November 2018, CMS confirmed that it will expand the Transitional
Drug Add-On Payment Adjustment, or TDAPA, to all new dialysis drugs approved by the FDA after January 1, 2020.
The TDAPA will provide separate payment for new drugs for two years based on the drug’s Average Sales Price, ASP,
that will be added to the base rate in order to facilitate the adoption of innovative therapies. Although there are several
details that need clarification, the rule provides support for our assumption that new anemia treatments, including the
HIF-PHI class, will be included in the ESRD Bundle and will be eligible for separate payment initially under TDAPA.

In contrast, NDD-CKD is characterized by larger patient populations with lower treatment rates for CKD-related
conditions. In addition to improving cardiovascular risk and quality of life, unmet need includes delaying the
progression of CKD and therefore the transition to dialysis. Reimbursement in the non-dialysis setting aligns with
traditional commercial and government payer reimbursement for outpatient drugs.

Our Commercial Product: Auryxia
Overview

Auryxia (ferric citrate) is a non-calcium, non-chewable, orally-administered tablet that was approved for marketing by
the FDA in September 2014 as a phosphate binder for the Hyperphosphatemia Indication and was commercially
launched in the United States shortly thereafter. In November 2017, Auryxia received marketing approval from the
FDA for a second indication, the IDA Indication, and was commercially launched for this indication in the United
States shortly thereafter.

In January 2014, our Japanese sublicensee, JT, received approval from the Japanese Ministry of Health, Labour and
Welfare to market ferric citrate in Japan under the trade name Riona as an oral treatment for the improvement of
hyperphosphatemia in patients with CKD, including DD-CKD and NDD-CKD, and was commercially launched in
Japan shortly thereafter. In September 2015, we received approval to market ferric citrate in the EU under the trade
name Fexeric for the control of hyperphosphatemia in adult patients with CKD. Fexeric was also approved in the EU
as a New Active Substance, or NAS, which provides 10 years of data and marketing exclusivity in the EU. Fexeric is
not currently marketed in the EU, and our EU marketing authorization for Fexeric will cease to be valid on December
23, 2019 unless we commence marketing Fexeric in the EU by that date. We are exploring commercialization
opportunities with third parties for Fexeric.

We have licensed and sublicensed certain intellectual property rights covering Auryxia from Panion & BF Biotech,
Inc., or Panion. For more information regarding our intellectual property rights to Auryxia and our license agreement
with Panion see Part I, Item 1. Business — Intellectual Property — Auryxia and Part I, Item 1. Business - License,
Collaboration and Other Strategic Agreements — License Agreement with Panion & BF Biotech, Inc. We have received

14
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four Paragraph IV certification notice letters regarding Abbreviated New Drug Applications, or ANDAs, submitted to
the FDA, with the first having been received on October 31, 2018. For more information about these Paragraph IV
certification notice letters and any related litigation, see Part I, Item 3. Legal Proceedings.

Market Opportunity

Hyperphosphatemia

Hyperphosphatemia is a metabolic disorder characterized by elevated serum phosphorus levels. Phosphorus is a vital
element required for most cellular processes and, in individuals with normal kidney function, excess dietary
phosphorus is removed by the kidneys and excreted in urine. In adults with functioning kidneys, normal serum
phosphorus levels are 2.5 to 4.5 mg/dL. In adults with DD-CKD, elevated phosphorus levels, or hyperphosphatemia,

can be associated with adverse effects, including increased risk for cardiovascular disease, bone disease and death.

7
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Phosphate binders are the only interventions marketed for the treatment of hyperphosphatemia. According to the U.S.
Renal Data System, or USRDS, 2018 Annual Data Report, there are approximately 511,000 adult patients in the
United States with DD-CKD in 2016, of which approximately 85% were treated with a phosphate binder. Phosphate
binders need to be taken with meals and snacks, and it is not uncommon for DD-CKD patients to be prescribed as
many as 12 or more phosphate binder pills per day, among other medications. Patients taking phosphate binders also
experience gastrointestinal tolerability issues. As a result of the pill burden and tolerability issues associated
phosphate binders, prescribed phosphate binders are often intolerable for many patients, leading to lack of treatment
adherence and compliance.

In addition, in 2016 approximately 55% of patients treated with a phosphate binder were treated with a calcium-based
binder, which can lead to side effects such as increased cardiovascular risk, hypercalcemia and gastrointestinal-related
adverse events. Due to the risks associated with calcium-based binders, in 2017 Kidney Disease: Improving Global
Outcomes, or KDIGO, recommended that clinicians limit the use of calcium-based binders. A third party market
research survey of 195 nephrologists conducted in the fourth quarter of 2018 after the release of the 2017 KDIGO
guidelines indicated that 51% of those surveyed anticipate decreasing their use of calcium-based binders in patients
with DD-CKD.

Lanthanum-based phosphate binders are another alternative. Lanthanum is a rare earth element and is minimally
absorbed in the gastrointestinal tract. Lower level tissue deposition, particularly in bone and liver, has been observed
in animals, however, the long-term, potentially harmful, effects due to the accumulation of lanthanum in these tissues
have not been clearly determined.

Aluminum-type phosphate binders were widely used in the past. However, the systemic absorption of aluminum from
these agents and the potential toxicity associated with their use no longer make this type of binder a viable long-term
treatment option.

Iron Deficiency Anemia

Anemia is a condition characterized by abnormally low levels of hemoglobin. Hemoglobin is contained within RBCs
and carries oxygen to other parts of the body. If there are too few RBCs or if hemoglobin levels are low, the cells in
the body will not get enough oxygen. IDA is a common form of anemia that is caused by patients not having enough
iron to manufacture healthy RBCs. Although anyone can develop IDA, IDA is particularly common in patients with
NDD-CKD. IDA is associated with fatigue, lethargy, decrease quality of life, cardiovascular complications,
hospitalizations and increased mortality.

We estimate that there are more than 500,000 adult patients in the United States with NDD-CKD diagnosed with IDA.
Currently, there are two forms of iron therapy used to treat IDA: oral iron supplements and iron delivered via
intravenous infusion, or IV iron. Oral iron is currently the first-line iron replacement therapy for most physicians;
however, oral iron supplements are poorly absorbed by many patients, which may adversely impact their
effectiveness, and are associated with certain side effects, such as constipation, diarrhea and cramping, that may
adversely affect patient compliance. IV iron is viewed as an effective treatment; however, like other intravenous
medicines, it is logistically difficult to administer in an office setting, where NDD-CKD patients are more often
treated.

Commercialization
We are marketing Auryxia in the United States through our well-established, nephrology-focused sales force and
commercial organization. In 2018, our sales force called on approximately 7,300 nephrologists, who represented 82%

of prescriptions written for phosphate binders by nephrologists.
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Auryxia, as an oral drug, is covered by Medicare only under Part D. We have gained broad access for Auryxia in the
United States in both Medicare Part D and commercial channels. Auryxia is currently covered for the
Hyperphosphatemia Indication in nine of the ten largest Medicare Part D plans, which provide coverage for
approximately 33.6 million people, and the ten largest commercial plans and pharmacy benefit managers in the United
States, which provide coverage for approximately 131.7 million people. In September 2018, the Centers for Medicare
& Medicaid Services, or CMS, decided that Auryxia would not be covered by Medicare for the IDA Indication. While
this decision does not impact CMS coverage of the Hyperphosphatemia Indication, it requires all prescriptions for
Auryxia for Medicare patients to undergo a prior authorization to ensure their use in the Hyperphosphatemia
Indication. We are engaged in discussions with CMS and Medicare Part D sponsors on this matter as we believe that
Auryxia should qualify for coverage under Medicare Part D of the CMS regulations for the IDA Indication.

JT, and its subsidiary, Torii, market Riona in Japan. We receive tiered double-digit royalties from JT and Torii based
on their sales in Japan. Fexeric is not currently marketed in the EU, and our current marketing authorization for
Fexeric in the EU ceases to be valid on December 23, 2019 unless we commence marketing Fexeric in the EU by that
date. We are exploring commercialization opportunities with third parties for Fexeric.

8
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Our Late-Stage Product Candidate: Vadadustat
Overview

Vadadustat is an investigational oral HIF-PHI product candidate, in global Phase 3 development for two indications:
anemia due to CKD in adult patients with DD-CKD, and anemia due to CKD in adult patients with NDD-CKD. We
believe vadadustat has the potential to set a new oral standard of care for patients with anemia due to CKD.
Vadadustat’s proposed mechanism of action is designed to mimic the physiologic effect of altitude on oxygen
availability. At higher altitudes, the body responds to lower oxygen availability with increased production of HIF,
which coordinates the interdependent processes of iron mobilization and EPO production to increase RBC production
and, ultimately, improve oxygen delivery. The significance of the HIF pathway was recognized by the 2016 Albert
Lasker Basic Medical Research Award, which honored the three physician-scientists who discovered the HIF pathway
and elucidated this primary oxygen sensing mechanism that is essential for survival.

Market Opportunity
Anemia due to Chronic Kidney Disease

Anemia is common in patients with CKD, and its prevalence increases with disease progression. Anemia due to CKD
results from inadequate EPO levels, which negatively affect RBC production. Left untreated, anemia accelerates
overall deterioration of patient health with increased morbidity and mortality. Based on third party prevalence data
and company estimates, approximately 37 million people in the United States have CKD and approximately 5.7
million of these individuals suffer from anemia. Anemia due to CKD is currently treated by injectable recombinant
human ESAs, such as EPOGEN® (epoetin alfa) and Aranesp® (darbepoetin alfa), or blood transfusion. Based on
publicly available information on ESA sales and market data compiled by a third-party vendor, global sales of
injectable ESAs for all uses were estimated to be approximately $6.1 billion in 2018. The vast majority of these sales
were for the treatment of anemia due to CKD.

When administered to a patient, injectable ESAs provide supraphysiological levels of exogenous EPO to stimulate
production of RBCs. While injectable ESAs can be effective in raising hemoglobin levels, they have the potential to
cause significant side effects, and need to be injected subcutaneously or intravenously. In particular, injectable ESAs
may lead to thrombosis, stroke, myocardial infarction and death. These safety concerns, which became evident
starting in 2006, have led to a significant reduction in the use of injectable ESAs. Data from the USRDS 2015 Annual
Data Report indicate that the collective injectable ESA treatment rate in NDD-CKD patients in the United States
decreased by approximately half from 2009 to 2013. Today, anemia is either not treated or inadequately treated in the
majority of NDD-CKD patients.

According to the USRDS 2018 Annual Data Report, there were approximately 511,000 patients in the United States
on dialysis in 2016, of which 88% were on in-center hemodialysis and the remainder on peritoneal or home
hemodialysis. ESAs are given to approximately 90% of in-center hemodialysis patients and 75% of peritoneal dialysis
patients. There is an unmet need for treatment options for patients with anemia due to CKD that offer an improved
safety profile, and such agents would have significant market potential.

Vadadustat Has the Potential to Set a New Standard of Care

We believe that, based on the HIF-PHI mechanism of action and clinical data to date, vadadustat has the potential to
set a new standard of care for the treatment of anemia due to CKD. Below is a summary of the key clinical findings;
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further details are included below.

¥ adadustat stimulated endogenous EPO production. In two Phase 1 studies in normal healthy volunteers and one
Phase 2 study in CKD patients, vadadustat increased serum EPO levels in a dose-dependent manner. Pre-dose EPO
levels returned to baseline levels prior to subsequent daily dose. In these studies, vadadustat stimulated endogenous
EPO production while avoiding supraphysiologic EPO levels.

¥ adadustat significantly increased and maintained hemoglobin levels. Our Phase 2 studies in CKD subjects with

anemia demonstrated that vadadustat significantly increased and/or maintained hemoglobin levels.
9
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Vadadustat was dosed orally once daily and three times weekly. Our Phase 2 studies showed that vadadustat can be
orally dosed once daily in NDD-CKD subjects with up to 20 weeks of dosing. In addition, our Phase 2 clinical study
in DD-CKD subjects demonstrated that in subjects who remained on therapy, once daily oral dosing of vadadustat
maintained stable hemoglobin levels in subjects converting from injectable ESA therapy over 16 weeks. This study
also showed the potential for three-times weekly dosing of vadadustat in DD-CKD.
¥ adadustat resulted in favorable changes in iron parameters. In three Phase 2 clinical studies, treatment with
vadadustat was associated with decreases in ferritin and hepcidin and increases in total iron binding capacity. These
changes are consistent with improved iron mobilization and utilization for erythropoiesis in NDD-CKD and
DD-CKD subjects.
Vadadustat has the potential to stimulate erythropoiesis, avoid supraphysiologic EPO levels, and possibly reduce risk
of cardiovascular and thrombotic events associated with injectable ESAs. The efficacy of vadadustat in
raising/maintaining hemoglobin levels and the cardiovascular safety of vadadustat as compared with darbepoetin alfa,
an injectable ESA, is being assessed in the global Phase 3 clinical program for vadadustat.

Vadadustat Clinical Development — Phase 1 and Phase 2

We have completed twenty-two Phase 1 and Phase 2 studies of vadadustat. These studies included healthy volunteers,
NDD-CKD and DD-CKD patients, and support continued development of vadadustat.

Findings from three Phase 2 studies demonstrated that vadadustat administered daily raised and/or maintained
hemoglobin levels and improved markers of iron mobilization to support erythropoiesis in CKD patients. The range of
doses used in these Phase 2 studies had been previously shown, in Phase 1 studies of healthy volunteers, to stimulate
endogenous EPO production while avoiding supraphysiologic EPO levels. The results from one completed Phase 1
and two Phase 2 of these studies are summarized below.

Phase 1 Study in Normal Healthy Volunteers (CI-0002)

We completed a Phase 1 randomized, double-blind, placebo-controlled, multiple-ascending dose study to evaluate the
safety, tolerability, pharmacodynamics response, and pharmacokinetics of vadadustat administered for 10 days to
healthy male volunteers. Dose responsive increases in reticulocytes, or immature RBCs, and hemoglobin levels were
demonstrated in the study. Mean serum EPO levels increased by 36%, 48%, and 89% over baseline, at 8 to 16 hours
after dosing in the vadadustat 500 mg/day, 700 mg/day, and 900 mg/day dosing groups, respectively, and returned to
baseline by 24 hours after dosing. The incidence of adverse events, or AEs, was generally similar between the
combined vadadustat dosing groups, which was 76.5%, and the placebo group, which was 78%. Gastrointestinal AEs
occurred in 26.5% of subjects in the vadadustat groups and in no subjects on placebo, of which mild to moderate
diarrhea was the most frequent AE (24%), with evidence of a dose-related effect. No serious adverse events, or SAEs,
or deaths were reported in this study.

Phase 2b Study in Non-Dialysis CKD Subjects (CI-0007)

We completed a multi-center Phase 2b study of vadadustat in non-dialysis subjects with anemia due to CKD. This
double-blind, randomized, placebo-controlled study evaluated the efficacy and safety of vadadustat over 20 weeks of
dosing in 210 subjects (138 vadadustat and 72 placebo) with CKD Stages 3 to 5. Subjects were enrolled into one of
three groups: (1) injectable ESA naive with hemoglobin <10.5 g/dL, (2) previously treated with injectable ESA with
hemoglobin <10.5 g/dL, or (3) actively treated with injectable ESA with hemoglobin =9.5 and <12.0 g/dL, and were
randomized at a ratio of 2 to 1 to once daily vadadustat or placebo. The primary endpoint was the percentage of
subjects with either a mean hemoglobin of >11.0 g/dL or an increase in hemoglobin by >1.2 g/dL from baseline. A
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protocol-defined dose adjustment algorithm was used to achieve the primary endpoint and to minimize hemoglobin
excursions 213 g/dL.

The average age of subjects was 66 years; 78% of subjects had diabetes mellitus; and the mean estimated GFR was 25
mL/min/1.73m2. 54.9% of vadadustat treated subjects compared to 10.3% of placebo treated subjects met the primary
endpoint (p=0.0001). Only 4.3% of subjects in the vadadustat group had any hemoglobin excursion >13.0 g/dL.
Between Groups 1 and 2 (the two correction cohorts; ESA-naive and ESA previously treated), mean Hb increased
significantly in the vadadustat group from pre-dose average to end-of-study average (Week 19/20). In Group 3
(conversion cohorts; ESA actively treated), placebo treated subjects experienced a decline in the mean hemoglobin
within the first two weeks, whereas subjects randomized to vadadustat maintained a stable hemoglobin throughout the
study.

Increases in hemoglobin in the vadadustat group were preceded by an increase in reticulocytes and accompanied by an
increase in total iron binding capacity and a decrease in serum hepcidin and ferritin. There was no difference between
the vadadustat and placebo groups in vascular endothelial growth factor, or VEGF, levels during the study.

10
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A similar percentage of subjects experienced an AE in the vadadustat and placebo treatment groups (vadadustat 74.6%
vs. placebo 73.6%); however, the frequency of certain AEs - diarrhea, nausea, hypertension and hyperkalemia - was
greater in the vadadustat arm compared to placebo. In the vadadustat arm, a higher number of subjects reported SAEs
of acute and chronic renal failure compared to placebo (9.4% vs. 2.8%, respectively); however, none was considered
drug-related by the investigator. The percentage of subjects who had an SAE resulting in dialysis initiation,
considered to be a more objective measure of the severity of renal disease, was comparable between vadadustat and
placebo groups (8.0% versus 9.7%, respectively) and the number of subjects who discontinued from the study due to
AEs of worsening CKD requiring dialysis was also comparable between the vadadustat (4.3%) and placebo (5.6%)
groups. One subject with multiple co-morbidities and concomitant medications, including chlorthalidone, had an SAE
of liver function test, or LFT, abnormal, considered a case of drug-induced liver injury meeting the biochemical
criteria of Hy’s Law, which was assessed as probably related to vadadustat. This subject made a complete recovery
after vadadustat was discontinued. There were three deaths in vadadustat-treated subjects of which two cardiovascular
deaths were considered to be unrelated to vadadustat and one death was attributed to myocardial ischemic and
considered by the investigator to be possibly related to vadadustat; no autopsy was performed. There were no deaths
in the placebo group.

In summary, vadadustat achieved the desired outcomes of raising and maintaining hemoglobin and increasing iron
mobilization, while minimizing hemoglobin excursions 213 g/dL. Pergola et al published the results of this study in
Kidney International 2016.

Phase 2 Study in Dialysis-Dependent CKD Subjects (CI-0011)

We completed a multi-center, open-label, 16-week study to assess the hemoglobin response, safety, and tolerability of
vadadustat in DD-CKD subjects. The study enrolled 94 hemodialysis subjects with baseline hemoglobin levels of 9-12
g/dL, who were maintained on injectable ESAs prior to study entry. Subjects were converted from injectable ESA to
vadadustat, and assigned to one of three dose cohorts: 300 mg once daily; 450 mg once daily; or 450 mg three-times
weekly. For each dose cohort, the average hemoglobin level at study entry was compared to the average hemoglobin
level at weeks 7 and 8, and to the average hemoglobin level at weeks 15 and 16. To evaluate hemoglobin response to
each of the dose regimens, during the first eight weeks of this study, subjects were to remain on the prescribed starting
dose, or decreased if necessary to control hemoglobin in the target range. Beginning at week 8, the dose of vadadustat
could be increased or decreased to maintain hemoglobin levels as needed. Intravenous iron use was allowed.

The underlying demographics and profiles of these CKD subjects were well-balanced across the three cohorts, and
reflective of the United States DD-CKD population as reported in the literature. Average age was 58 years, with an
average time on dialysis of 4.6 years. The most common cause of end-stage renal disease was diabetes mellitus and/or
hypertension. Baseline hemoglobin levels were similar at 10.4-10.6 g/dL in all three cohorts and the serum ferritin
levels indicated that the subjects were iron replete at study entry and throughout the study.

For subjects in all three dosing cohorts (converted from ESA) who completed the study, the primary endpoint of
maintaining stable mean hemoglobin levels over 16 weeks was achieved. In the sensitivity analysis using last
observation carried forward to account for early discontinuations, mean Hb levels remained stable in the 300 mg daily
dose cohort and modest declines were observed in the 450 mg daily and 450 mg three-times weekly dose cohorts.
Post-hoc analyses indicated that baseline pre-conversion ESA dose was inversely associated with mean change in
hemoglobin. Consistent with previous studies, all three starting dose regimens suggested an improvement in iron
mobilization, as reflected by increases in total iron binding capacity and serum iron, and decreases in serum ferritin
and hepcidin levels. Only one subject in the 300 mg once daily cohort had a single hemoglobin excursion to 13.1
g/dL.
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These data support further development of vadadustat daily dosing to assess its long-term safety and efficacy in
subjects on hemodialysis. These data also support further investigation of three times weekly dosing of vadadustat.

Adverse events were balanced across the three cohorts with 83% of subjects with at least one AE. There were no
discernible trends in the frequency of AEs or SAEs by dose cohort. The most frequently reported AEs were nausea
and diarrhea, 11.7% and 10.6%, respectively, with no apparent dose relationship. The majority of AEs were mild or
moderate in severity. SAEs were reported in 13 subjects, or 13.8%, including two subjects with acute myocardial
infarction considered not related to vadadustat by the investigator. No SAEs were reported as related to vadadustat
and no deaths occurred during the study. Haase et al published the results of this study in Nephrology Dialysis
Transplantation 2018.
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Vadadustat Clinical Program

The following chart summarizes the current clinical program for our product candidate, vadadustat, which is in Phase
3 development.

Phase 1 and Phase 2 data led us to the design of our Phase 3 clinical program for vadadustat. The vadadustat Phase 3
program in DD-CKD patients with anemia due to CKD, called INNO,VATE, and in NDD-CKD patients with anemia
due to CKD, called PRO,TECT, is designed to enroll up to approximately 7,600 patients evaluating once daily oral
dosing of vadadustat against an injectable ESA active comparator, darbepoetin alfa. The enrollment numbers and the
completion of INNO,VATE and PRO,TECT will be driven by the accrual of major adverse cardiovascular events, or
MACE.

In August 2016, the first patient was dosed in INNO,VATE. We completed enrollment in the larger of the two
INNO,VATE studies, which enrolled 3,554 subjects, in February 2019, and we expect to complete enrollment in the
smaller INNO,VATE study, enrolling approximately 350 subjects, by April 2019. We anticipate completing the larger
of the two INNO,VATE studies in the first quarter of 2020, with completion of the smaller INNO,VATE study and
availability of top-line data expected in the second quarter of 2020, subject to the accrual of MACE.

The first patient was dosed in PRO,TECT in December 2015. We expect full enrollment of PRO,TECT in 2019. We
anticipate reporting top-line data for the PRO,TECT studies in mid-2020, subject to the accrual of MACE. As of
December 31, 2018, we expect the remaining external aggregate contract research organization, or CRO, costs of
INNO,VATE and PRO,TECT to be in the range of $190.0 million to $220.0 million.

In both the PRO,TECT and INNO,VATE Phase 3 programs, the primary efficacy endpoint is the mean change in
hemoglobin between baseline and the primary evaluation period. Non-inferiority, or NI, is achieved if the lower bound
of the 95% confidence interval for the between-group difference of the mean hemoglobin change does not fall below
the pre-specified NI margin. Both the PRO,TECT and INNO,VATE programs will include the primary safety
endpoint of the assessment of MACE, with a comparison of vadadustat to darbepoetin alfa. MACE is defined as the
composite endpoint of all-cause mortality, non-fatal myocardial infarction, or non-fatal stroke. To assess MACE, a
pooled analysis of time to first MACE event from the two Phase 3 studies in each program (PRO,TECT and
INNO,VATE) will be performed. NI is achieved if the upper bound of the 95% confidence interval for the hazard
ratio of vadadustat to darbepoetin alfa does not exceed the pre-specified NI margin. We obtained feedback from the
United States and European regulatory authorities regarding the design of these programs.

In addition, we have initiated a Phase 2 clinical study of vadadustat, FO,RWARD-2, which will evaluate a modified
approach to once-daily and three-times weekly dosing, including assessment of a vadadustat starting dose based on
pre-conversion ESA dose and higher titration doses of vadadustat (750 mg and 900 mg). We expect to initiate two
additional Phase 3 clinical studies of vadadustat, EXPLO,RE and TRILO,GY-2, which will evaluate modified once
daily and three times weekly dosing of vadadustat, respectively. We believe data from these studies could support
registration of the modified approach to once daily dosing and supplemental registration of three times weekly dosing,
and further characterize vadadustat and further strengthen our potential commercial position if vadadustat is approved
for marketing.
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We completed a series of clinical drug-drug interaction studies largely focusing on transporter pathways evaluating
vadadustat as a victim (using probe inhibitors) or perpetrator (using probe substrates) of drug interactions. No
meaningful drug interactions were observed with atorvastatin (P-gp/OATP1B1 substrate), pravastatin (OATP1B1/1B3
substrate), digoxin (P-gp substrate), furosemide (OAT1/OAT3 substrate), adefovir (OAT1 substrate), cyclosporine

(P gp/BCRP/OATP inhibitor), probenecid (OAT3 and UGT inhibitor), or rabeprazole (gastric acid-reducing agent).
With concomitant administration of vadadustat, a mild-to-moderate interaction was observed with simvastatin
(OATP1B1/B3 substrate), and moderate drug interactions were observed with rosuvastatin (BCRP/OATP1B1/1B3
substrate), ferrous sulfate, and sulfasalazine (BCRP substrate). In addition, in vitro drug-drug interaction studies
demonstrated a very low risk of vadadustat for drug interactions due to alteration of metabolic enzyme activities, i.e.
cytochrome P450 or UDP-glucuronosyltransferase isoforms. No clinical drug-interaction was observed with celecoxib
(CYP2C9).

MTPC’s Phase 3 Clinical Program of Vadadustat in Japanese Patients

On March 12, 2019, we announced positive top-line results from two Phase 3 active-controlled pivotal studies
evaluating vadadustat in Japanese subjects with anemia due to CKD (JO1 and JO3 Studies). These studies were
conducted by our development and commercialization collaboration partner in Japan, MTPC. Each study, one in
non-dialysis dependent subjects and one in hemodialysis-dependent subjects, met its primary endpoint. In addition,
results from two Phase 3 single-arm studies conducted by MTPC in peritoneal dialysis subjects and hemodialysis
subjects (JO2 and JO4 Studies) further support vadadustat’s potential in these indications. MTPC expects to submit a
Japanese New Drug Application in 2019 for vadadustat for the treatment of anemia due to CKD.

The Phase 3 randomized, open-label, active-controlled correction and conversion study (JO1 Study) assessed the
efficacy and safety of vadadustat compared to darbepoetin alfa, an ESA, in 304 Japanese non-dialysis dependent
subjects with anemia due to CKD, with a treatment duration of 52 weeks. Data from the planned analysis at 24 weeks
are provided. The study met its primary endpoint, with the mean hemoglobin, or Hb, level at week 20 and week 24 at
11.66 g/dL (95% CI 11.49, 11.84 g/dL) for vadadustat-treated subjects compared to 11.93 g/dL (95% CI 11.76, 12.10
g/dL) for darbepoetin alfa-treated subjects. The difference in mean Hb was -0.26 g/dL (95% CI 0.50, -0.02 g/dL),
achieving the pre-specified non-inferiority criterion of -0.75 g/dL. The incidence of adverse events, or AEs, was
72.2% in the vadadustat-treated group compared to 73.2% in the darbepoetin alfa-treated group. The most common
AEs reported in vadadustat-treated subjects were nasopharyngitis (14.6%), diarrhea (10.6%), constipation (5.3%), and
contusion (5.3%). The incidence of SAEs was 13.9% in the vadadustat-treated group compared to 14.4% in the
darbepoetin alfa-treated group; no SAE was considered related to study drug. No deaths were reported in the
vadadustat-treated group, and one fatal myocardial infarction was reported in the darbepoetin alfa-treated group,
which was assessed as not related to study drug.

The Phase 3 randomized, double-blind, active-controlled conversion study (JO3 Study) assessed the efficacy and
safety of vadadustat compared to darbepoetin alfa in 323 Japanese hemodialysis subjects with anemia due to CKD
who had been receiving ESA therapy prior to study screening, with a treatment duration of 52 weeks. Group level data
at 24 weeks from this ongoing double-blind study are provided. The study met its primary endpoint, with the mean Hb
level at week 20 and week 24 at 10.61 g/dL (95% CI 10.45, 10.76 g/dL) for vadadustat-treated subjects compared to
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10.65 g/dL (95% CI 10.50, 10.80 g/dL) for darbepoetin alfa-treated subjects. The difference in mean Hb was -0.05
g/dL (95% CI1-0.26, 0.17 g/dL), achieving the pre-specified non-inferiority criterion of -0.75 g/dL. The incidence of
AEs was 89.5% in the vadadustat-treated group compared to 88.2% in the darbepoetin alfa-treated group. The most
common AEs reported in vadadustat-treated subjects were nasopharyngitis (19.8%), diarrhea (10.5%), and shunt
stenosis (8.0%). The incidence of SAEs was 13.0% in the vadadustat-treated group compared to 10.6% in the
darbepoetin alfa-treated group; no SAE was considered related to study drug.

The Phase 3 open-label, single-arm study (JO2 Study) assessed the efficacy and safety of vadadustat in 42 Japanese
peritoneal dialysis subjects with anemia due to CKD, with a treatment duration of 24 weeks. The mean Hb level at
week 20 and week 24 was 11.35 g/dL (95% CI 10.99, 11.70 g/dL) for vadadustat-treated subjects. Thirty-eight
subjects (90.5%) experienced an AE and twelve (28.6%) experienced an SAE. One SAE of fatal myocardial ischemia
was assessed as possibly related to vadadustat by the investigator.

The Phase 3 open-label, single-arm correction study (JO4 Study) evaluated the safety and efficacy of vadadustat, with
a treatment duration of 24 weeks, in 24 Japanese hemodialysis subjects with anemia due to CKD who had not been
receiving ESA therapy prior to study screening or who underwent ESA washout during screening. The mean Hb level
at week 20 and week 24 was 10.75 g/dL (95% CI 10.35, 11.14 g/dL) for vadadustat-treated subjects. Twenty-three
subjects (95.8%) experienced an AE, and seven (29.2%) experienced an SAE. No SAE was assessed as related to
study drug, and no deaths were reported.
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Commercialization

We plan to commercialize vadadustat, subject to FDA approval, in the United States with our well-established,
nephrology-focused commercial organization, while leveraging our collaboration with Otsuka and its U.S. commercial
organization. We also granted Otsuka exclusive rights to commercialize vadadustat in Europe, China and certain other
markets, subject to marketing approvals. In Japan and certain other countries in Asia, we granted MTPC exclusive
rights to commercialize vadadustat, subject to marketing approvals. In addition, we granted Vifor Pharma an exclusive
license to sell vadadustat solely to FKC, which manages approximately 40% of the dialysis patients in the United
States, at its U.S. dialysis clinics, subject to FDA approval of vadadustat, vadadustat’s reimbursement under a bundled
reimbursement model, and a milestone payment by Vifor Pharma. During the term of the license agreement, Vifor
Pharma may not sell to FKC or its affiliates any HIF product that competes with vadadustat in the United States. For
more information about our license, collaboration and strategic agreements relating to vadadustat, see Part I, Item 1.
Business — License, Collaboration and Other Strategic Agreements — Vadadustat.

Development Candidates

In addition to vadadustat, we are developing a HIF-based portfolio of other product candidates that target serious
diseases of high unmet need. Our portfolio includes product candidates developed internally as well as in-licensed
product candidates. In February 2017, we signed an exclusive agreement with Janssen Pharmaceutica NV, or Janssen,
a subsidiary of Johnson & Johnson, or the Janssen Agreement, for access to an extensive library of well-characterized
HIF pathway compounds with potential applications across multiple therapeutic areas. Our strategic focus will be to
identify and develop candidates for kidney disease indications.

Manufacturing and Supply
Overview

We neither own nor operate, and currently have no plans to own or operate, any manufacturing or distribution
facilities. We currently rely on third-party contract manufacturing organizations, or CMOs, to produce all of our
preclinical and clinical material and commercial supply and third-party distributors to distribute Auryxia. We expect
to continue to rely on either existing or alternative distributors and CMOs to distribute our products and supply our
ongoing and planned preclinical and clinical studies and for commercial production.

We have established relationships with several CMOs under which the CMOs manufacture preclinical and clinical
supplies of vadadustat drug substance and drug product and clinical and commercial supply of Auryxia drug substance
and drug product. All clinical and commercial supplies are manufactured under current Good Manufacturing
Practices, or cGMPs, which is a regulatory standard for the production of pharmaceuticals that will be used in humans.

Auryxia

We have established CMO relationships for the supply of Auryxia to help ensure that we will have sufficient material
for clinical trials and ongoing commercial sales. The drug substance for Auryxia is supplied by Siegfried Evionnaz SA
(two sites) and BioVectra Inc. (one site), pursuant to supply agreements with pricing structured on a per-kilogram
basis. Auryxia drug product is supplied by Patheon Manufacturing Services LLC (Thermo Fisher) (three sites)
pursuant to a Master Manufacturing Service Agreement with per-bottle pricing structured on a tiered basis, with the
price reduced as the product volume increases. These agreements require that we satisfy certain minimum purchase
requirements, but we are not obligated to use them as our sole suppliers. In addition, we are continuing to establish the
basis for long-term commercial production capabilities to supply the potential expanded demand for Auryxia in future
years. For more information about our manufacturing agreements for Auryxia, see Part II, Item 7. Management’s
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Discussion and Analysis and Note 16 to our consolidated financial statements in Part II, Item 8. Financial Statements
and Supplementary Data.

As we continue to build inventory for the expanded commercialization of Auryxia, we intend to expand capacity to
produce Auryxia under cGMP requirements. Our third party manufacturers have other clients and may have other
priorities that could affect their ability to perform the work satisfactorily and/or on a timely basis. Both of these
occurrences would be beyond our control.

Auryxia is a small molecule. The synthesis of Auryxia is reliable and reproducible from starting materials available
from multiple sources at commercially relevant scale. Auryxia can be readily formulated into compressed tablets with
standard ingredients using common manufacturing processes. As with any supply program, obtaining raw materials
and finished drug product of the required quality and quantity cannot be guaranteed, and we cannot ensure that we
will be successful in this endeavor.
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We utilize third parties for the commercial distribution of Auryxia, including wholesale distributors and certain
specialty pharmacy providers. We have also engaged Cardinal Health as the exclusive third-party logistics distribution
agent for commercial sales of Auryxia.

Vadadustat

We currently have redundant supply arrangements in place for the preclinical and clinical supply of vadadustat. We
intend to put supply agreements in place for commercial manufacturing of vadadustat in the near future. We plan to
mitigate potential commercial supply risks for vadadustat, if any, through inventory management and redundant
manufacturing arrangements for both drug substance and drug product; however, the timing of such arrangements is
uncertain and may occur following the launch of vadadustat, if approved.

Vadadustat is a small molecule. The synthesis of vadadustat is reliable and reproducible from starting materials
available from multiple sources at commercially relevant scale using no unusual manufacturing equipment.
Vadadustat can be readily formulated into compressed tablets with standard ingredients using common manufacturing
processes. As with any supply program, obtaining raw materials and finished drug product of the required quality and
quantity cannot be guaranteed and we cannot ensure that we will be successful in this endeavor.

License, Collaboration and Other Strategic Agreements
Auryxia
License Agreement with Panion & BF Biotech, Inc.

In November 2005, Keryx entered into a license agreement with Panion. Under the license agreement, we acquired the
exclusive worldwide rights, excluding certain Asian-Pacific countries, for the development, marketing and
commercialization of ferric citrate. Under the agreement, Panion is eligible to receive from us milestone payments and
royalty payments based on a mid-single digit percentage of net sales of ferric citrate in the licensed territory.

The license agreement terminates upon the expiration of our obligations to pay royalties thereunder. In addition, we
may terminate the license agreement (i) in its entirety or (ii) with respect to one or more countries of the territory
covered by the agreement, in either case upon 90 days’ notice. We and Panion also have the right to terminate the
license agreement upon the occurrence of a breach of a material provision of the license agreement, subject to certain
cure provisions, or certain insolvency events.

On October 24, 2018, prior to the consummation of the Merger, we and Keryx entered into a letter agreement with
Panion, the Panion Letter Agreement, pursuant to which Panion agreed to rescind any and all prior termination threats
or notices relating to the license agreement and waived its rights to terminate the license agreement based on any
breach by Keryx of our obligation to use commercially reasonable efforts to commercialize Auryxia outside the
United States until the parties execute an amendment to the license agreement in accordance with the terms of the
Panion Letter Agreement following consummation of the Merger. These terms include establishing a joint steering
committee consisting of Panion and Akebia representatives to oversee the development and commercialization of
Fexeric in Europe and providing Panion with an exclusive license under Keryx-owned patents covering the rights to
make, use, sell, offer for sale and import ferric citrate in certain countries in the Asia-Pacific region. The parties intend
to work together to agree on a commercialization plan for Fexeric in Europe following execution of the amendment.
The amendment is expected to include alternatives in the event a commercialization plan is not agreed upon, such as
payment of an annual license maintenance fee to Panion or the return of European intellectual property rights to
Panion. Under the terms of the Panion Letter Agreement, Panion also agreed that we will have the right, but not the
obligation, to conduct any litigation against any infringer of patent rights under the license agreement on the terms
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agreed upon in the Panion Letter Agreement. In addition, Keryx made a $500,000 payment to Panion promptly after
execution of the Panion Letter Agreement.

During the period from December 12, 2018 to December 31, 2018, Panion earned $0.4 million in royalty payments
relating to the sales of Auryxia in the U.S. and JT and Torii net sales of Riona in Japan, as we are required to pay a
low double-digit percent of sublicense income to Panion under the terms of the license agreement, excluding any
income under the JT and Torii sublicense.

Sublicense Agreement with Japan Tobacco Inc. and Torii Pharmaceutical Co., Ltd.

In September 2007, Keryx entered into a Sublicense Agreement with JT and Torii, under which JT and Torii obtained
the exclusive sublicense rights for the development and commercialization of ferric citrate in Japan. Effective June 8,
2009, Keryx entered into an Amended and Restated Sublicense Agreement, which was amended in June 2013, or the

Revised Agreement, with JT and Torii, which, among other things, provided for the elimination of all significant
on-going obligations under the Sublicense Agreement.
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In January 2014, JT and Torii received manufacturing and marketing approval of ferric citrate from the Japanese
Ministry of Health, Labour and Welfare. Ferric citrate, launched in May 2014 and being marketed in Japan by Torii
under the brand name Riona, is indicated as an oral treatment for the improvement of hyperphosphatemia in patients
with CKD, including NDD-CKD and DD-CKD. Under the terms of the license agreement with JT and Torii, we are
eligible to receive royalty payments based on a tiered double-digit percentage of net sales of Riona in Japan escalating
up to the mid-teens, subject to certain reductions upon expiration or termination of the Panion license agreement, and
may also receive up to an additional $55.0 million upon the achievement of certain annual net sales milestones. In
accordance with our revenue recognition policy, royalty revenues are recognized in the quarter that JT and Torii
provide their written report and related information to us regarding sales of Riona, which generally will be one quarter
following the quarter in which the underlying sales by JT and Torii occurred. We recorded $0.1 million in license
revenue related to royalties earned on net sales of Riona in Japan during the period from December 12, 2018 to
December 31, 2018. We record the associated mid-single digit percentage of net sales royalty expense due to Panion,
the licensor of ferric citrate, in the same period as the royalty revenue from JT and Torii is recorded.

The sublicense terminates upon the expiration of all underlying patent rights. Also, JT and Torii may terminate the
sublicense agreement with or without cause upon at least six months prior written notice to us. Additionally, either
party may terminate the sublicense agreement for cause upon 60 days’ prior written notice after the breach of any
uncured material provision of the sublicense agreement, or after certain insolvency events.

Vadadustat
U.S. Collaboration with Otsuka Pharmaceutical Co. Ltd.

On December 18, 2016, we entered into a collaboration and license agreement with Otsuka, or the Otsuka U.S.
Agreement, pursuant to which we agreed to co-exclusively collaborate with Otsuka with respect to the development
and commercialization of vadadustat in the United States, subject to the approval of vadadustat by the FDA. We
continue to lead the ongoing global Phase 3 development program for vadadustat. Under the Otsuka U.S. Agreement,
subject to the terms of the Otsuka Funding Option, as described below, we control and retain final decision making
authority with respect to, among other things, the development of vadadustat. Our obligations related to the conduct of
the current global development plan include the associated manufacturing and supply services for vadadustat.

Under the terms of the Otsuka U.S. Agreement, Otsuka paid us an upfront payment of $125.0 million and we expect
Otsuka to provide additional funding of $201.3 million or more, depending on the actual costs incurred, toward the
vadadustat global Phase 3 development program. In addition, if the development costs exceed a certain threshold, or
the Cost Threshold, then we may elect to require Otsuka to increase the aggregate percentage of the current global
development costs it funds under the Otsuka U.S. Agreement and the Otsuka International Agreement, as defined
below, from 52.5% to 80%, or the Otsuka Funding Option. In such event, the excess of the payments made under such
election and Otsuka’s allocated share of the current global development costs is fully creditable against future
payments due to us under the arrangement, provided that future payments due to us may not be reduced by more than
50% in any calendar year and any remaining creditable amount above 50% in any calendar year will be applied to
subsequent future payments until fully credited. In addition, decisions regarding certain development matters will be
made jointly by us and Otsuka in accordance with the procedures set forth in the Otsuka U.S. Agreement. In
September 2018, we exercised the Otsuka Funding Option, which will be effective when the Cost Threshold is
exceeded. We estimate that the Cost Threshold will be exceeded in the second quarter of 2019. We are eligible to
receive from Otsuka up to $190.0 million in development and regulatory milestones and up to $575.0 million in
specified commercial milestones.

The Otsuka U.S. Agreement establishes a profit share for the commercialization of vadadustat in the United States.
The parties will equally share all net sales of vadadustat in the United States, if approved, and each party will bear half
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of all costs in the United States, including medical affairs, commercialization and manufacturing costs.

Under the Otsuka U.S. Agreement, we and Otsuka will jointly conduct, and will have equal responsibility for, all
medical affairs and commercialization activities pursuant to plans agreed by the parties. We will remain responsible
for manufacturing vadadustat. Additionally, the parties agreed not to promote, market or sell any competing product in
the territory covered by the agreement.
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International Collaboration with Otsuka Pharmaceutical Co. Ltd.

On April 25, 2017, we entered into a collaboration and license agreement with Otsuka, or the Otsuka International
Agreement, pursuant to which we granted Otsuka an exclusive license for the development and commercialization of
vadadustat in certain territory outside the United States. The territory covered by the Otsuka International Agreement
includes the European Union, Russia, China, Australia, Canada, the Middle East and certain other countries, or the
Otsuka International Territory, but excludes Latin America and previously licensed jurisdictions. Under the Otsuka
International Agreement, Otsuka is responsible for certain development activities and commercializing vadadustat in
the Otsuka International Territory, while we lead the ongoing global Phase 3 development program. Otsuka will fund
a significant percentage of the costs of such global development program regardless of the total actual costs ultimately
incurred. Subject to the terms of the Otsuka Funding Option, we retain final decision-making authority with respect to,
among other things, the manufacture and supply of vadadustat in the Otsuka International Territory, the global Phase 3
development program, and the global brand strategy for vadadustat. Otsuka will have final decision-making authority
with respect to certain development activities and commercialization matters in the Otsuka International Territory.
Additionally, the parties agreed not to promote, market or sell any competing product in the territory covered by the
agreement.

Under the terms of the Otsuka International Agreement, we expect Otsuka to pay us at least $249.3 million, comprised
of $73.0 million that was paid upon execution of the Otsuka International Agreement and $176.3 million or more,
depending on actual costs incurred, of development funding. In addition, we are eligible to receive from Otsuka up to
$132.0 million in development and regulatory milestones and up to $525.0 million in commercial milestones, subject
to reduction as described above. Otsuka also agreed to make tiered, escalating royalty payments ranging from low
double digits up to thirty percent of net sales of vadadustat within the Otsuka International Territory. In limited
circumstances, upper tier royalties may be subject to reduction if the supply price charged by us to Otsuka for
vadadustat exceeds certain agreed upon thresholds, and royalty payments may also be reduced if a generic product is
launched, on a country-by-country basis. Otsuka may elect to conduct additional studies of vadadustat in the European
Union, subject to our right to delay such studies based on our objectives outside the Otsuka International Territory.
Otsuka will pay a percentage of the costs of any such studies, and we will pay its portion of the costs in the form of a
credit against future amounts due to us under the Otsuka International Agreement.

Collaboration with Mitsubishi Tanabe Pharma Corporation

On December 11, 2015, we entered into a collaboration agreement with MTPC, or the MTPC Agreement, providing
MTPC with exclusive development and commercialization rights to vadadustat in Japan and certain other Asian
countries, or the MTPC Territory. In addition, we will supply vadadustat for both clinical and commercial use in the
MTPC Territory, subject to MTPC’s option to manufacture commercial drug product in the MTPC Territory.

We and MTPC agreed that, instead of including Japanese patients in our global Phase 3 program for vadadustat,
MTPC would be the sponsor of a Phase 3 program for vadadustat in Japan. Following consultation with the Japanese
Pharmaceuticals and Medical Devices Agency, or the PMDA, MTPC initiated its Phase 3 development program for
vadadustat in Japan in the fourth quarter of 2017.

Under the terms of the MTPC Agreement, MTPC will make payments to us of up to $245.0 million in the aggregate
based on the achievement of certain development, regulatory and sales milestones, as well as tiered double-digit
royalty payments of up to 20% on sales of vadadustat in the MTPC Territory, subject to reduction upon launch of a
generic product on a country-by-country basis. MTPC is responsible for the costs of the Phase 3 program for
vadadustat in Japan and will make no additional funding payments for our global Phase 3 program for vadadustat.
Additionally, the development costs of approximately $20.5 million for our Phase 2 studies in Japan were reimbursed
to us by MTPC, of which the last remaining $0.5 million was collected in the fourth quarter of 2018. We and MTPC
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recently announced topline data from two pivotal Phase 3 clinical studies for vadadustat in Japan.

In addition, in September 2017 we agreed to provide MTPC with an option to access data from our global Phase 3
vadadustat program for payments to us of up to $25.0 million.

Vifor Pharma License Agreement

On May 12, 2017, we entered into a License Agreement with Vifor Pharma, or the Vifor Agreement, pursuant to
which we granted Vifor Pharma an exclusive license to sell vadadustat solely to FKC, an affiliate of Fresenius

Medical Care North America, in the United States, subject to the approval of vadadustat for DD-CKD patients by the
FDA, inclusion of vadadustat in a bundled reimbursement model, and payment by Vifor Pharma of a $20 million
milestone upon the occurrence of these two events. The Vifor Agreement is structured as a profit share arrangement
between us and Vifor Pharma in which we will receive a majority of the profit from Vifor Pharma’s sales of vadadustat
to FKC in the United States. We will share the milestone payment and the revenue from the profit share with Otsuka
pursuant to the Otsuka U.S. Agreement. We retain all rights to commercialize vadadustat for use in the NDD-CKD
market and in other dialysis organizations in the United States, which will be done in collaboration with Otsuka if
approved by the FDA.
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Prior and subject to FDA approval of vadadustat, we and Vifor Pharma plan to enter into a commercial supply
agreement for vadadustat pursuant to which we would supply all of Vifor Pharma’s commercial requirements for
vadadustat in the United States. In addition, pursuant to the Vifor Agreement, Vifor Pharma entered into supply
agreements that govern the terms pursuant to which Vifor Pharma would supply vadadustat to FKC for use in patients
at its dialysis centers, subject to FDA approval; however, FKC is not obligated to utilize vadadustat in its clinics.
During the term of the Vifor Agreement, Vifor Pharma will not sell to FKC or its affiliates any HIF product that
competes with vadadustat in the United States.

Janssen Pharmaceutica NV Research and License Agreement

On February 9, 2017, we entered into a Research and License Agreement, the Janssen Agreement, pursuant to which
Janssen granted us an exclusive license under certain intellectual property rights to develop and commercialize
worldwide certain HIF-PH-targeted compounds.

Under the terms of the Janssen Agreement, Janssen granted us a license for a three-year research term to conduct
research on Janssen’s HIF compound portfolio, unless we elect to extend such research term for up to two additional
one-year periods upon payment of an extension fee. During the research term, we may designate one or more
compounds as candidates for development and commercialization. Once a compound is designated for development
and commercialization, we will be solely responsible for the development and commercialization of the compound
worldwide at our own cost and expense.

Under the terms of the Janssen Agreement, we paid an upfront payment of $1.0 million in cash to Janssen and issued a
warrant to purchase 509,611 shares of our common stock, the fair value of which was approximately $3.4 million. In
addition, Janssen could be eligible to receive up to an aggregate of $16.5 million from us in specified development
milestone payments on a product-by-product basis. Janssen will also be eligible to receive up to $215.0 million from
us in specified commercial milestones as well as tiered, escalating royalties ranging from a low to mid-single digit
percentage of net sales, on a product-by-product basis and subject to reduction upon expiration of patent rights or the
launch of a generic product in the territory.

Janssen also has a right of first offer to engage in exclusive negotiations with us to develop and commercialize certain
products developed by us containing compounds for the treatment of inflammatory bowel disease.

Intellectual Property

The proprietary nature of, and protection for, our products, product candidates and our discovery programs, processes
and know-how are important to our business. Our policy is to seek to protect our proprietary position by, among other
methods, filing patent applications related to our proprietary technology, inventions and improvements that are
important to the development and implementation of our business. We also rely on know-how, continuing
technological innovation and potential in-licensing opportunities to develop and maintain our proprietary position.
Additionally, we may benefit from a variety of statutory frameworks in the United States, Europe and other countries
that provide periods of non-patent-based exclusivity for qualifying molecules. See “—Regulatory Matters.”

Our commercial success will depend in part on obtaining and maintaining patent protection of our current products as
well as current and future product candidates, methods of their use and the methods used to develop and manufacture
them, as well as successfully defending these patents against third-party challenges. Our ability to stop third parties
from making, using, selling, offering to sell or importing our products depends on the extent to which we have rights
under valid and enforceable patents that cover these activities. We cannot be sure that patents will be granted with
respect to any of our pending patent applications or with respect to any patent applications filed by us in the future,
nor can we be sure that any of our existing patents or any patents that may be granted to us in the future will be
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commercially useful in protecting our product candidates, discovery programs and processes. Even once patents
successfully issue, third parties may challenge the validity, enforceability, inventorship, or scope thereof, which may
result in such patents being narrowed, invalidated or held not infringed or unenforceable. For this and more
comprehensive risks related to our intellectual property, please see “Risk Factors—Risks Related to Our Intellectual
Property.”

Individual patents extend for varying periods of time depending on the date of filing of the patent application or the
date of patent issuance and the legal term of patents in the countries in which they are obtained. Generally, patents
issued from applications filed in the United States are effective for 20 years from the earliest filing date of a United
States non-provisional application or an international application filed under the Patent Cooperation Treaty. In
addition, in certain instances, a patent term can be extended to recapture a portion of the term effectively lost as a
result of the FDA regulatory review period, however, the restoration period cannot be longer than five years and the
total patent term including the restoration period must not exceed 14 years following FDA approval. The duration of
foreign patents varies in accordance with provisions of applicable local law, but typically is also 20 years from the
earliest international filing date. Patent term recapture for loss of term as a result of the regulatory review period is
available in some foreign jurisdictions. In the United States, a patent’s term may also be lengthened by patent term
adjustment, which compensates a patentee for administrative delays by the USPTO in granting a patent, or may be
shortened if a patent is terminally disclaimed over an earlier filed patent.
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Changes in either the patent laws or interpretations of patent laws in the United States and other countries can
diminish our ability to protect our inventions and enforce our intellectual property rights. Accordingly, we cannot
predict the breadth or enforceability of claims that may be granted in our patents or in third-party patents. The
biotechnology and pharmaceutical industries are characterized by extensive litigation regarding patents and other
intellectual property rights. Our ability to maintain and solidify our proprietary position for our drugs and technology
will depend on our success in obtaining effective claims and enforcing those claims once granted. We do not know
whether any of the patent applications that we may file or license from third parties will result in the issuance of any
patents. The issued patents that we own or license or may receive or acquire in the future may be challenged,
invalidated or circumvented, and the rights granted under any issued patents may not provide us with sufficient
protection or competitive advantages against competitors with similar technology. Furthermore, our competitors may
be able to independently develop and commercialize similar drugs or duplicate our technology, business model or
strategy without infringing our patents. Because of the extensive time required for clinical development and regulatory
review of a drug we may develop, it is possible that, before any of our drugs can be commercialized, any related
patent may expire or remain in force for only a short period following commercialization, thereby reducing any
advantage of any such patent. The patent positions for Auryxia and vadadustast are summarized below.

Auryxia Patent Portfolio

Pursuant to our license with Panion & BF Biotech, Inc., or Panion, we have the exclusive rights under a series of
patents and patent applications to commercialize Auryxia worldwide, excluding certain Asian-Pacific countries. These
patents and patent applications include claims directed to compositions of matter, pharmaceutical compositions,
methods of treatment, as well as methods for the manufacture of Auryxia.

Our patent rights include fourteen issued U.S. patents listed in the Orange Book covering the composition of matter,
method of treating hyperphosphatemia, and pharmaceutical compositions of Auryxia. The expected expiration dates
for these patents are between 2020 and 2030 plus any additional patent term extensions that may be available. These
patents are currently being asserted against several generic companies for patent infringement. See Part I, Item 3.
Legal Proceedings.

Pursuant to our sublicense with our Japanese partner, Japan Tobacco Inc., or JT, and its subsidiary, Torii
Pharmaceutical Co. Ltd., or Torii, we have exclusively sublicensed certain Japanese patent rights to JT and Torii.
These sublicensed rights include several Japanese patents and pending patent applications with composition of matter
claims and methods of use claims covering Riona, the trade name under which JT and Torii market ferric citrate in
Japan. The expected expiration dates for these patents are between 2022 and 2026. To date, to our knowledge, no
contested proceedings or third-party claims have been lodged against any of these Japanese patents.

On November 25, 2015, a third party filed an opposition to our issued European Patent No. 1 931 689, or the ‘689 EP
Patent, in the European Patent Office (“EPO”). During the oral proceedings, which took place on June 27, 2017, the
Opposition Division of the EPO revoked the ‘689 EP Patent. On December 6, 2017, we filed an Appeal of the decision
of the Opposition Division, which is presently pending. According to European practice, the revocation of the patent
is stayed until an appeal is finally resolved. We anticipate the appeal will take a few years to resolve, during which
time the patent will remain in force.

On December 23, 2016, a third party filed an opposition to our issued European Patent No. 1 978 807, or the 807 EP
Patent, in the EPO. During the oral proceedings, which took place on June 8, 2018, the Opposition Division of the
EPO maintained the 807 EP Patent as granted. This decision resulted in the maintenance of all the claims of the
patent, including claims directed to the use of ferric citrate for preventing, reversing, maintaining or delaying
progression of chronic kidney disease. On November 16, 2018, the third party filed an appeal of the decision of the
Opposition Division, which is presently pending. We anticipate the appeal will take a few years to resolve.
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Vadadustat Patent Portfolio

We hold eight issued patents covering the composition of matter, polymorph, method of treating anemia, and
pharmaceutical compositions of vadadustat in the United States and additional patents issued or pending in many
other major jurisdictions worldwide, including Europe, Japan, China, South Korea, Brazil, Mexico, Russia, Israel and
India. The expected expiration dates for these patents are between 2027 and 2034 plus any extensions or adjustments
of term available under national law.
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In July 2011, a third party filed an opposition to our issued European Patent No. 2044005, or the 005 EP Patent.
During the oral proceedings, which took place on April 10, 2013, the Opposition Division of the European Patent
Office maintained the 005 EP Patent based on the third auxiliary request filed during the oral proceedings. This
decision resulted in the maintenance of a claim directed to a compound chosen from a group of eight compounds,
including vadadustat, as well as claims to compositions and methods for treating various diseases, including, but not
limited to, anemia. Both parties appealed the decision of the Opposition Division. On February 27, 2018, we withdrew
the 005 EP Patent from appeal and filed a divisional patent application to pursue a focused claims set that includes
claims for vadadustat, as well as pharmaceutical compositions and methods of treating anemia. We cannot be assured
that such claims in the divisional patent application will be granted by the European Patent Office. If such claims are
not granted, or the scope of the claims is significantly narrowed, we may not be able to adequately protect our rights,
provide sufficient exclusivity, or preserve our competitive advantage.

In September 2018, Dr. Reddy’s Laboratories Limited filed an opposition to our issued Indian Patent No. 287720, or
the 720 IN Patent, in the Indian Patent Office.

We also hold patents and patent applications directed to processes for manufacturing vadadustat, dosing regimens,
formulations, and various other aspects relating to the treatment of anemia using vadadustat that are expected to expire
between 2032 and 2036 exclusive of possible patent term extensions or adjustments.

Other Intellectual Property Rights

We depend upon trademarks, trade secrets, know-how and continuing technological advances to develop and maintain
our competitive position. To maintain the confidentiality of trade secrets and proprietary information, we require our
employees, scientific advisors, consultants and collaborators, upon commencement of a relationship with us, to
execute confidentiality agreements and, in the case of parties other than our research and development collaborators,
to agree to assign their inventions to us. These agreements are designed to protect our proprietary information and to
grant us ownership of technologies that are developed in connection with their relationship with us. These agreements
may not, however, provide protection for our trade secrets in the event of unauthorized disclosure of such information.

In addition to patent protection, we may utilize orphan drug regulations, pediatric exclusivity or other provisions of
the Food, Drug and Cosmetic Act of 1938, as amended, or FDCA, such as new chemical entity exclusivity or new
formulation exclusivity, to provide market exclusivity for a drug candidate. In the United States, the FDA has the
authority to grant additional data protection for approved drugs where the sponsor conducts specified testing in
pediatric or adolescent populations. If granted, this pediatric exclusivity may provide an additional six months which
are added to the term of data protection as well as to the term of a relevant patent, to the extent these protections have
not already expired. We may also seek to utilize market exclusivities in other territories, such as in the EU. We cannot
assure that our drug products or any drug candidates we may acquire or in-license, will obtain such orphan drug
designation, pediatric exclusivity, new chemical entity exclusivity or any other market exclusivity in the United
States, EU or any other territory, or that we will be the first to receive the respective regulatory approval for such
drugs so as to be eligible for any market exclusivity protection.

Know-How

In addition to patents, we rely upon unpatented know-how and continuing technological innovation to develop and
maintain our competitive position. We seek to protect our proprietary information, in part, using confidentiality
agreements with our collaborators, employees and consultants and invention assignment provisions in the
confidentiality agreements with our employees. These agreements are designed to protect our proprietary information
and, in the case of the invention assignment provisions, to grant us ownership of technologies that are developed by
our employees. These agreements may be breached, and we may not have adequate remedies for any breach.
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To the extent that our commercial partners, collaborators, employees and consultants use intellectual property owned
by others in their work for us, disputes may arise as to the rights in related or resulting know-how and inventions.
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The Hatch-Waxman Act
Orange Book Listing

In seeking approval for a drug through an NDA, applicants are required to list with the FDA each patent whose claims
cover the applicant’s product. Upon approval of a drug, each of the patents listed in the application for the drug is then
published in the FDA’s Approved Drug Products with Therapeutic Equivalence Evaluations, commonly known as the
Orange Book. Drugs listed in the Orange Book can, in turn, be cited by potential generic competitors in support of
approval of an abbreviated new drug application, or ANDA. An ANDA provides for marketing of a drug product that
has the same active ingredients in the same strengths and dosage form as the listed drug and has been shown through
bioequivalence testing to be therapeutically equivalent to the listed drug. Other than the requirement for
bioequivalence testing, ANDA applicants are usually not required to conduct, or submit results of, nonclinical or
clinical tests to prove the safety or effectiveness of their drug product. Drugs approved in this way are commonly
referred to as “generic equivalents” to the listed drug and can often be substituted by pharmacists under prescriptions
written for the original listed drug.

The ANDA applicant is required to make certain certifications to the FDA concerning any patents listed for the
approved product in the FDA’s Orange Book. Specifically, the applicant must certify that: (i) the required patent
information has not been filed (ii) the listed patent has expired (iii) the listed patent has not expired but will expire on
a particular date and approval is sought after patent expiration or (iv) the listed patent is invalid or will not be
infringed by the new product. The ANDA applicant may also elect to submit a Section viii statement, certifying that

its proposed ANDA label does not contain or carve out any language regarding the patented method-of-use, rather

than certify to a listed method-of-use patent.

If the applicant does not challenge the listed patents, the ANDA will not be approved until all the listed patents
claiming the referenced product have expired. A certification that the new product will not infringe the already
approved product’s listed patents, or that such patents are invalid, is called a Paragraph IV certification. If the ANDA
applicant has provided a Paragraph IV certification to the FDA, the applicant must also send notice of the Paragraph
IV certification to the NDA and patent holders once the ANDA has been accepted for filing by the FDA. The NDA
and patent holders may then initiate a patent infringement lawsuit in response to the notice of the Paragraph IV
certification. The filing of a patent infringement lawsuit within 45 days of the receipt of a Paragraph IV certification
automatically prevents the FDA from approving the ANDA until the earlier of 30 months from receiving the
Paragraph IV certification, expiration of the patent, settlement of the lawsuit, or a decision in the infringement case
that is favorable to the ANDA applicant. Also, the ANDA will not be approved until any applicable non-patent
exclusivity listed in the Orange Book for the referenced product has expired.

Exclusivity

Upon NDA approval of a new chemical entity, or NCE, which is a drug that contains an active moiety that has not
been approved by the FDA in any other NDA, that drug receives five years of marketing exclusivity during which
time the FDA cannot accept any ANDA seeking approval of a generic version of that drug. Certain changes to a drug,
such as the addition of a new indication to the package insert, are associated with a three-year period of exclusivity
during which the FDA cannot approve an ANDA for a generic drug that includes such changes.

An ANDA may be submitted one year before NCE exclusivity expires if a Paragraph IV certification is filed. If there

is no listed patent in the Orange Book, there may not be a Paragraph IV certification, and, thus, no ANDA may be
filed before the expiration of the exclusivity period.
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On August 23, 2018, Keryx submitted a Citizen Petition requesting, inter alia, that FDA recognize that Auryxia is
eligible for five years of NCE exclusivity based on its novel active ingredient and for three years exclusivity for the
IDA Indication. On January 19, 2019, FDA responded that Auryxia is eligible for a three-year exclusivity period for
the IDA Indication, which expires on November 6, 2020. FDA, however, denied the NCE exclusivity based on its
determination that Auryxia contains a previously-approved active moiety (ferric cation). FDA’s decision on the Citizen
Petition is subject to further review both within FDA and in the courts. On February 21, 2019, Akebia filed a Petition
for Reconsideration of FDA’s decision on the NCE determination for Auryxia.

Patent Term Extension

After NDA approval, owners of relevant drug patents or their agents may apply for up to a five-year patent extension
for delays caused by FDA regulatory review. The allowable patent term extension is calculated as half of the drug’s
testing phase which is the time between IND submission and NDA submission, and all of the review phase, which is
the time between NDA submission and approval, up to a maximum of five years. The time can be shortened if the
FDA determines that the applicant did not pursue approval with due diligence. The total patent term after the
extension may not exceed 14 years.
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We have filed applications under the patent term extension provisions of 35 U.S.C. § 156 for U.S. Patent Nos.
8,299,298, 8,093,423, 7,767,851, 5,753,706, and 8,338,642 each of which covers Auryxia for delays caused by FDA
regulatory review. If granted, we can utilize the patent term extension on one of these patents, however, we cannot
assure you that we can obtain any extension of the term of these patents. Upon expiration of these patents, competitors
who obtain the requisite regulatory approval may potentially offer products with the same composition and/or method
of use as our product, so long as the competitors do not infringe any other patents that we may own or license.

For patents that might expire before a determination regarding patent term extension, the patent owner or its agent
may request an interim patent term extension. An interim patent extension increases the patent term by one year and
may be renewed up to four times. For each interim patent extension granted, the post-approval patent extension is
reduced by one year. The director of the USPTO must determine that approval of the drug covered by the patent for
which a patent extension is being sought is likely. We have filed for and received interim patent term extension in
accordance with 35 U.S.C. § 156(e)(2) for U.S. Patent No. 5,753,706, which currently has an expiration date of
February 3, 2020.

In addition, certain jurisdictions outside of the U.S., including Japan, have provisions that provide for patent term
extension. In October 2014, following the regulatory approval of Riona in Japan, the Japan Patent office granted the
patent term extensions filed by our sublicensee, JT, for Japanese Patents Nos. 4964585 and 4173553. As a result of the
extension of patent term, Japanese Patents Nos. 4964585 and 4173553 will expire in November 2025 and November
2022, respectively.

Third-Party Filings

We are aware of certain United States patents issued to FibroGen, Inc., or FibroGen, directed to, among other things,
purportedly new methods of using previously known heterocyclic carboxamide compounds for purposes of treating or
affecting specified conditions. We do not believe these currently issued FibroGen United States patents will prevent us
from commercializing vadadustat in the United States for the treatment of anemia due to CKD; nor do we make any
admission that any of such patents are valid or enforceable. Under United States law, a person may be able to patent a
discovery of a new way to use a previously known compound, even if such compound itself is patented, provided the
newly discovered use is novel and non-obvious. Such a method-of-use patent, however, if valid, only protects the use
of a claimed compound for the specified methods claimed in the patent. This type of patent does not prevent persons
from using the compound for any previously known use of the compound. Further, this type of patent does not prevent
persons from making and marketing the compound for an indication that is outside the scope of the patented method.
We are not aware of any valid United States patents issued to FibroGen that claim methods of using any of our
product candidates for purposes of inhibiting HIF-PHs for the treatment of anemia secondary to CKD.

We filed an opposition in Europe against FibroGen’s European Patent No. 1463823, or the 823 EP Patent, and an oral
proceeding took place March 8 and 9, 2016. Following the oral proceeding, the Opposition Division of the EPO ruled
that the patent as granted did not meet the requirements for patentability under the European Patent Convention and,
therefore, revoked the patent in its entirety. FibroGen has appealed that decision and the appeal process is expected to
take several years. Likewise, with regard to the invalidity proceeding that we filed in Japan against certain claims of
FibroGen’s Japanese Patent No. 4804131, or the 131 JP Patent, which is the Japanese counterpart to the 823 EP Patent,
the Japan Patent Office, or JPO, issued a preliminary decision finding all of the challenged claims to be invalid.
FibroGen subsequently amended the claims and the JPO accepted the amendments. The resulting 131 JP Patent does
not cover vadadustat or any pyridine carboxamide compounds. To date, FibroGen has been unsuccessful in its
attempts to obtain a patent in the United States covering the same claim scope as it obtained initially in Europe and
Japan in the *823 EP Patent and *131 JP Patents. In the event FibroGen were to obtain such a patent in the United
States, we may decide to challenge the patent as we have done in Europe and Japan.
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On May 13, 2015, May 20, 2015 and July 6, 2015, we filed oppositions to FibroGen’s European Patent Nos. 2322155,
or the *155 EP Patent, 1633333, or the 333 EP Patent, and 2322153, or the 153 EP Patent requesting the patents be
revoked in their entirety. These related patents claim, among other things, various compounds that either stabilize HIF
or inhibit a HIF hydroxylase or a HIF prolyl hydroxylase for treating or preventing various conditions, including, inter
alia, iron deficiency, microcytosis associated with iron deficiency, anemia of chronic disease, anemia wherein the
subject has a transferrin saturation of less than 20%, anemia refractory to treatment with exogenously administered
erythropoietin, or EPO, and microcytosis in microcytic anemia. Such method of use patents do not prevent persons
from using the compound for other uses, including any previously known use of the compound. In particular, these
patents do not claim methods of using any of our product candidates for purposes of inhibiting hypoxia-inducible
factor prolyl hydroxylases, or HIF-PHs, for the treatment of anemia secondary to CKD. While we do not believe these
patents will prevent us from commercializing vadadustat for the treatment of anemia secondary to CKD, we filed
these oppositions to provide us and our collaborators with maximum flexibility for developing vadadustat and our
pipeline of HIF-PH compounds.

Oppositions to the *155 EP Patent and the 153 EP Patent were also filed by Glaxo Group Limited, or Glaxo, and by
Bayer Intellectual Property GmbH, Bayer Pharma Aktiengesellschaft, and Bayer Animal Health GmbH, or,
collectively, Bayer.
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With regards to the opposition that we filed in Europe against the 333 EP Patent, an oral proceeding took place on
December 8 and 9, 2016. Following the oral proceeding, the Opposition Division of the EPO ruled that the patent as
granted did not meet the requirements for patentability under the European Patent Convention and, therefore, revoked
the patent in its entirety. On December 9, 2016, FibroGen filed a notice to appeal the decision to revoke the 333 EP
Patent.

In oral proceedings held on May 29, 2017, regarding the *155 EP Patent, the Opposition Division of the EPO ruled that
the '155 EP Patent as granted did not meet the requirements for patentability under the European Patent

Convention and, therefore, revoked the patent in its entirety. FibroGen filed a notice to appeal the decision to revoke
the *155 EP Patent on May 29, 2017.

Subsequently, in related oral proceedings held on May 31, 2017 and June 1, 2017 for the 153 EP Patent, the
Opposition Division of the EPO maintained the patent after FibroGen significantly narrowed the claims to an
indication for which vadadustat is not intended to be developed. We and Glaxo separately filed notices to appeal the

decision to maintain the *153 EP Patent on November 9, 2017. Bayer filed a notice to appeal the decision on November
14, 2017.

Competition

The pharmaceutical and biotechnology industries are highly competitive. Our competitors include pharmaceutical
companies and biotechnology companies, as well as universities and public and private research institutions. In
addition, companies that are active in different but related fields represent substantial competition for us. Many of our
competitors have significantly greater capital resources, larger research and development staffs and facilities and
greater experience in drug development, regulation, manufacturing and marketing than we do. These organizations
also compete with us to recruit qualified personnel, attract partners for joint ventures or other collaborations, and
license technologies that are competitive with ours. To compete successfully in this industry, we must identify novel
and unique drugs or methods of treatment and then complete the development of those drugs as treatments in advance
of our competitors.

Auryxia

Hyperphosphatemia Competition

Auryxia is competing in the Hyperphosphatemia Indication in the United States with other FDA-approved phosphate
binders such as Renagel® (sevelamer hydrochloride) and Renvela® (sevelamer carbonate), both marketed by Genzyme
Corporation (a wholly-owned subsidiary of Sanofi), PhosLo® and Phoslyra® (calcium acetate), marketed by Fresenius
Medical Care North America, Fosrenol® (lanthanum carbonate), marketed by Shire Pharmaceuticals Group plc, and
Velphoro® (sucroferric oxyhydroxide), marketed by Fresenius Medical Care North America, as well as
over-the-counter calcium carbonate products such as TUMS® and metal-based options such as aluminum, lanthanum
and magnesium. Many of the phosphate binders listed above are now also available in generic forms. In addition,
other phosphate binders are in development, including OPKO Health Inc.’s AlpharerTablets (fermagate tablets) and
Ardelyx, Inc’s tenapanor, that may impact the market for Auryxia.

Iron Deficiency Anemia Competition

Auryxia is competing in the IDA Indication in the United States with over-the-counter oral iron, other prescription
oral iron formulations, including ferrous gluconate, ferrous fumerate, and polysaccharide iron complex, and I'V iron
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formulations, including Feraheme® (ferumoxytol injection), Venofer® (iron sucrose injection), Ferrlicit® (sodium
ferric gluconate complex in sucrose injection), Injectafer® (ferric carboxymaltose injection), and Triferic® (ferric
pyrophosphate citrate).

In addition, other new therapies are in development for the treatment of IDA that may impact the market for Auryxia,
such as Shield Therapeutics’ Ferracr® (ferric maltol), which is currently approved in Europe for IDA and is seeking
FDA approval in the United States.

Vadadustat

If vadadustat is approved and launched commercially, competing branded drugs may include EPOGEN® (epoetin
alfa) and Aranesp® (darbepoetin alfa), both commercialized by Amgen, Procrit® (epoetin alfa) and Eprex® (epoetin
alfa), commercialized by Johnson & Johnson in the United States and Europe, respectively, and Mircera® (methoxy
PEG-epoetin beta), commercialized by Vifor Pharma in the United States and Roche Holding Ltd. outside the United
States. We may also face competition from potential new anemia therapies. There are several other HIF-PHI product
candidates in various stages of active development for anemia indications that may be in direct competition with
vadadustat if and when they are approved and launched commercially. These candidates are being developed by such
companies as FibroGen, Japan Tobacco International, GlaxoSmithKline plc and Bayer HealthCare AG. FibroGen,
together with its collaboration partners, Astellas Pharma Inc. and AstraZeneca PLC, is currently in global Phase 3
clinical
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development of its product candidate, roxadustat. GlaxoSmithKline plc is currently in global Phase 3 clinical
development of its product candidate, daprodustat. Japan Tobacco International and Bayer HealthCare AG are
currently in Phase 3 clinical development of their product candidates in Japan. Some of these product candidates may
launch in certain Asian markets as early as 2019. In addition, certain companies are developing potential new
therapies for renal-related diseases that could potentially reduce injectable ESA utilization and thus limit the market
potential for vadadustat if they are approved and launched commercially. Other new therapies are in development for
the treatment of conditions inclusive of renal anemia that may impact the market for anemia-targeted treatment.

A biosimilar is a biologic product that is approved based on demonstrating that it is highly similar to an existing,
FDA-approved branded biologic product. The patents for the existing, branded biologic product must expire in a given
market before biosimilars may enter that market without risk of being sued for patent infringement. In addition, an
application for a biosimilar product cannot be approved by the FDA until 12 years after the existing, branded product
was approved under a Biologics License Application, or BLA. The patents for epoetin alfa, an injectable ESA, expired
in 2004 in the European Union, and the remaining patents expired between 2012 and 2016 in the United States.
Because injectable ESAs are biologic products, the introduction of biosimilars into the injectable ESA market in the
United States will constitute additional competition for vadadustat if we are able to obtain approval for and
commercially launch our product. Several biosimilar versions of injectable ESAs are available for sale in the
European Union. In the United States, Pfizer’s biosimilar version of injectable ESAs, Retacri® (epoetin alfa-epbx),
was approved by the FDA in May 2018 and launched in November 2018 by Vifor Pharma.

Government Regulation and Product Approvals

Government authorities in the United States, at the federal, state and local level, and in other countries and
jurisdictions, including the European Union, extensively regulate, among other things, the research, development,
testing, manufacture, quality control, approval, packaging, storage, recordkeeping, labeling, advertising, promotion,
distribution, marketing, sales, pricing, reimbursement, post-approval monitoring and reporting, and import and export
of pharmaceutical products. The processes for obtaining regulatory approvals in the United States and in foreign
countries and jurisdictions, along with subsequent compliance with applicable statutes and regulations and other
regulatory requirements, require the expenditure of substantial time and financial resources.

Review and Approval of Drug Products in the United States

In the United States, the FDA approves and regulates drugs under the Federal Food, Drug, and Cosmetic Act, or
FDCA, and implementing regulations. The failure to comply with applicable requirements under the FDCA and other
applicable laws at any time during the product development process, approval process or after approval may subject
an applicant and/or sponsor to a variety of administrative or judicial sanctions, including refusal by the FDA to
approve pending applications, withdrawal of an approval, imposition of a clinical hold, issuance of warning letters and
other types of letters, product recalls, product seizures, total or partial suspension of production or distribution,
injunctions, fines, refusals of government contracts, restitution, disgorgement of profits, or civil or criminal
investigations and penalties brought by the FDA and the Department of Justice or other governmental entities.

An applicant seeking approval to market and distribute a new drug product in the United States must typically
undertake the following:

completion of preclinical laboratory tests, animal studies and formulation studies in compliance with the FDA’s good
laboratory practice, or GLP, regulations and consistent with International Council for Harmonisation of Technical

Requirements for Pharmaceuticals for Human Use, or ICH, requirements;
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submission to the FDA of an IND, which must be reviewed and active by the FDA before human clinical trials may
begin;
approval by an independent local or central institutional review board, or IRB, representing each clinical site before
each clinical trial may be initiated;
performance of adequate and well-controlled human clinical trials in accordance with good clinical practices, or
GCP, to establish the safety and efficacy of the proposed product candidate for each indication;
preparation and submission to the FDA of a new drug application, or NDA, requesting marketing for on