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FORWARD-LOOKING STATEMENTS

This Annual Report filed on Form 10-K and the information incorporated herein by reference, particularly in the
sections captioned “Risk Factors,” “Management’s Discussion and Analysis of Financial Condition and Results of
Operations” and “Business,” contains forward-looking statements, which involve substantial risks and uncertainties. In
this Annual Report, all statements other than statements of historical or present facts contained in this Annual Report,
including statements regarding our future financial condition, business strategy and plans and objectives of
management for future operations, are forward-looking statements. In some cases, you can identify forward-looking
statements by terminology such as “believe,” “will,” “may,” “estimate,” “continue,” “anticipate,” “contemplate,” “intend,” “tar
“project,” “should,” “plan,” “expect,” “predict,” “could,” “potentially” or the negative of these terms or other similar terms or
expressions that concern our expectations, strategy, plans or intentions. Forward-looking statements appear in a
number of places throughout this Annual Report and include statements regarding our intentions, beliefs, projections,
outlook, analyses or current expectations concerning, among other things, our ongoing and planned preclinical
development and clinical trials, the timing of and our ability to make regulatory filings and obtain and maintain
regulatory approvals for roxadustat, pamrevlumab and our other product candidates, our intellectual property position,
the potential safety, efficacy, reimbursement, convenience clinical and pharmaco-economic benefits of our product
candidates, the potential markets for any of our product candidates, our ability to develop commercial functions, our
ability to operate in China, expectations regarding clinical trial data, our results of operations, cash needs, spending of
the proceeds from our initial public offering and the concurrent private placement, financial condition, liquidity,
prospects, growth and strategies, the industry in which we operate and the trends that may affect the industry or us.
We have based these forward-looking statements largely on our current expectations and projections about future
events and financial trends that we believe may affect our financial condition, results of operations, business strategy
and financial needs. These forward-looking statements are subject to a number of risks, uncertainties and assumptions
described in the section of this Annual Report captioned “Risk Factors” and elsewhere in this Annual Report.

9 ¢ 99 ¢ 99 ¢
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These risks are not exhaustive. Other sections of this Annual Report may include additional factors that could
adversely impact our business and financial performance. Moreover, we operate in a very competitive and rapidly
changing environment. New risk factors emerge from time to time, and it is not possible for our management to
predict all risk factors nor can we assess the impact of all factors on our business or the extent to which any factor, or
combination of factors, may cause actual results to differ materially from those contained in, or implied by, any
forward-looking statements.

You should not rely upon forward-looking statements as predictions of future events. We cannot assure you that the
events and circumstances reflected in the forward-looking statements will be achieved or occur. Although we believe
that the expectations reflected in the forward-looking statements are reasonable, we cannot guarantee future results,
levels of activity, performance or achievements. The forward-looking statements made in this Annual Report are
based on circumstances as of the date on which the statements are made. Except as required by law, we undertake no
obligation to update publicly any forward-looking statements for any reason after the date of this Annual Report or to
conform these statements to actual results or to changes in our expectations.

This Annual Report also contains market data, research, industry forecasts and other similar information obtained
from or based on industry reports and publications, including information concerning our industry, our business, and
the potential markets for our product candidates, including data regarding the estimated size and patient populations of
those and related markets, their projected growth rates and the incidence of certain medical conditions, as well as
physician and patient practices within the related markets. Such data and information involve a number of
assumptions and limitations, and you are cautioned not to give undue weight to such estimates.

You should read this Annual Report with the understanding that our actual future results, levels of activity,
performance and achievements may be materially different from what we expect. We qualify all of our
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forward-looking statements by these cautionary statements.
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PART I
ITEM 1. BUSINESS
OVERVIEW

We are a leading biopharmaceutical company discovering and developing a pipeline of first-in-class therapeutics. We
have applied our pioneering expertise in hypoxia-inducible factor (“HIF”) and connective tissue growth factor (“CTGF”)
biology to develop innovative medicines for the treatment of anemia, fibrotic disease, and cancer.

Roxadustat, our most advanced product candidate, is an oral small molecule inhibitor of HIF prolyl hydroxylase
(“HIF-PH”) activity that has received New Drug Application (“NDA”) approval in anemia associated with chronic kidney
disease (“CKD”) in dialysis-dependent (“DD”) patients from the National Medical Products Administration (“NMPA”)
(previously known as the China Food and Drug Administration) of the People’s Republic of China (“China”).

In conjunction with our collaboration partners, AstraZeneca AB (“AstraZeneca”) and Astellas Pharma Inc. (“Astellas”),
we have completed the Phase 3 trials of roxadustat intended to support our NDA in the United States (“U.S.”) and
Marketing Authorization Application (“MAA”) in the European Union (“EU”) for the treatment of anemia in CKD. We
and our partners are in the process of preparing an NDA for submission to the U.S. Food and Drug Administration
(“FDA”) and an MAA for submission to the European Medicines Agency (“EMA”) this year, both of which would cover
anemia patients with dialysis-dependent CKD and non-dialysis-dependent CKD.

In Japan, Astellas submitted an NDA for the treatment of anemia in CKD patients on dialysis in September 2018,
which is currently under review by the Pharmaceuticals and Medical Devices Agency (“PMDA”). We expect an
approval decision on the Japan dialysis NDA in the second half of 2019.

Beyond anemia in CKD, roxadustat is in Phase 3 clinical development in the U.S. and Europe and in Phase 2/3
development in China for anemia associated with myelodysplastic syndromes (“MDS”).

Pamrevlumab, a human monoclonal antibody that inhibits the activity of CTGF, is advancing toward Phase 3 clinical
development for the treatment of idiopathic pulmonary fibrosis (“IPF”) and pancreatic cancer, and is currently in a
Phase 2 trial for Duchenne muscular dystrophy (“DMD”).

Applying our internally developed proprietary technology in recombinant human collagen, FibroGen is also
developing a biosynthetic corneal implant in China.

ROXADUSTAT FOR THE TREATMENT OF ANEMIA IN CHRONIC KIDNEY DISEASE

Roxadustat is an internally discovered HIF-PH inhibitor that acts by stimulating the body’s natural pathway of
erythropoiesis, or red blood cell production, to treat anemia.

The topline results from our Phase 3 study used to support the China NDA in dialysis, as well as the Phase 3 study in
non-dialysis, are described in the section below captioned “Roxadustat for the Treatment of Anemia in Chronic Kidney
Disease in China.” We expect CKD non-dialysis patients to be added to the roxadustat label once regulatory
inspections of the Phase 3 non-dialysis clinical trial sites are performed by the NMPA.

Globally, the Phase 3 CKD-anemia program encompasses 15 Phase 3 studies of roxadustat in both
non-dialysis-dependent (“NDD”) and dialysis-dependent CKD patients designed to support independent regulatory
approvals in the U.S., Europe, Japan, and China.
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We, and our partners Astellas and AstraZeneca, each announced topline Phase 3 results for roxadustat in 2018 which
we plan to include in support of regulatory submissions in the U.S. and Europe in 2019. These results are described in
the following section. The pooled safety analyses for the U.S. (both for NDD-CKD and DD-CKD), including the
major adverse cardiovascular event (“MACE”) endpoint, a composite endpoint of death, myocardial infarction and
stroke, are anticipated to be completed in the second quarter of 2019, and we intend to submit a U.S. NDA in the third
quarter of 2019. We expect Astellas to submit an MAA to the EMA shortly thereafter. Both the U.S. NDA and
European MAA for roxadustat are expected to cover anemia associated with dialysis dependent CKD and
non-dialysis-dependent CKD.

Our partner Astellas has filed its NDA for roxadustat for the treatment of anemia in dialysis patients with the PMDA,
and the Phase 3 results used to support the Japan NDA are described in the section below captioned “Roxadustat for the
Treatment of Anemia in
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Chronic Kidney Disease in Japan. Astellas has completed one of the two Phase 3 studies in non-dialysis CKD
expected to serve as a basis for a supplemental NDA in Japan for the treatment of anemia in non-dialysis CKD
patients.

CKD affects 10-12% of the adult population globally. While anemia is common in patients at advanced stages of
CKD who face increased risks of health consequences, many of those patients are left untreated or are sub-optimally
treated for anemia due to safety concerns and limited access to the currently available therapies such as erythropoiesis
stimulating agents (“ESAs”). Even in major markets such as the U.S., the use of ESAs to treat anemia in CKD has
largely been limited to the dialysis-dependent CKD population in recent years. We and our partners believe that, as an
oral agent with an acceptable safety profile, roxadustat could increase treatment access to patients and expand the
non-dialysis anemia market.

In the longer term, we believe roxadustat has the potential to address anemia markets beyond CKD, including
chemotherapy-induced anemia (“CIA”), anemia related to inflammation (such as inflammatory bowel disease, lupus,
and rheumatoid arthritis), MDS, and in surgical procedures requiring red blood cell transfusions. Roxadustat is in
ongoing clinical trials in MDS, and we plan to initiate a Phase 2 clinical trial of roxadustat in the U.S. in CIA in 2019.

Completed Phase 3 Clinical Trials of Roxadustat in CKD Anemia for U.S. and European Regulatory Submissions

We recently announced that roxadustat met all pre-specified primary efficacy endpoints in the three U.S. and Europe
Phase 3 trials conducted by us, which we have named ANDES in non-dialysis-dependent CKD, HIMALAYAS in
incident (newly initiated) dialysis patients, and SIERRAS in dialysis-dependent CKD patients. These results are
detailed below and analysis of secondary endpoints is ongoing.

AstraZeneca has also announced positive topline results from each of its roxadustat Phase 3 trials (named OLYMPUS
in non-dialysis CKD and ROCKIES in dialysis-dependent CKD). AstraZeneca and FibroGen are collaborating on the
development and commercialization of roxadustat for the treatment of anemia in the U.S., China, and other markets in
the Americas and in Australia/New Zealand, as well as Southeast Asia.

Astellas has also announced positive topline results from their trial named ALPS, a roxadustat Phase 3 trial in
non-dialysis patients, and PYRENEES, a roxadustat Phase 3 trial in dialysis patients. Astellas and FibroGen are
collaborating on the development and commercialization of roxadustat for the treatment of anemia in territories
including Japan, Europe, the Commonwealth of Independent States, the Middle East, and South Africa.

4
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The table below is a summary of our Phase 3 CKD anemia trials by regulatory approval region.

Roxadustat Phase 3 CKD Anemia Clinical Trials

Study Sponsor, Number
Non-Dialysis

FibroGen - FGCL-4592-060 (ANDES)

Astellas - 1517-CL-0608 (ALPS)
AstraZeneca - D5740C00001 (OLYMPUYS)
Astellas - 1517-CL-0610

FibroGen - FGCL-4592-808

Astellas - 1517-CL-0310

Astellas - 1517-CL-0314

NDD-CKD Subtotal by Region

Incident Dialysis

FibroGen - FGCL-4592-063 (HIMALAYAS)

Stable and Incident Dialysis
AstraZeneca - D5740C00002 (ROCKIES)

Stable Dialysis
FibroGen - FGCL-4592-064 (SIERRAS)

Astellas - 1517-CL-0613 (PYRENEES)

FibroGen - FGCL-4592-806
Astellas - 1517-CL-0302
Astellas - 1517-CL-0307
Astellas - 1517-CL-0308
Astellas - 1517-CL-0312

Comparator

Placebo

Placebo

Placebo
Darbepoetin alfa
Placebo
Darbepoetin alfa
None

Epoetin alfa

Epoetin alfa

Epoetin alfa

Epoetin alfa or
Darbepoetin alfa
Epoetin alfa
None
Darbepoetin alfa
None

None

Estimated or Completed # of Patients
Enrolled

China
DD-CKD
NDA
Approved
NDD-CKD
NDA
reviewed  Japan
by NMPA,
awaiting DD-CKD
U.S. Europe inspection NDA Filed
———————— 922
———————— 597
2,781
616
151
~325
~100
4,300 2,135 151 ~425
———————— 1,043
2,133
———————— 741
———————— 838
304
56
303
75
164

10
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DD-CKD Subtotal by Region 4,755 2,622 304 598
Total by Regulatory Approval Region 9,055 4,757 455 ~1,000
Combined Total to Support U.S. and EU Approvals 9,671

Non-Dialysis CKD Patients (ANDES) — FibroGen

ANDES is a 922-patient Phase 3, randomized, double-blinded, placebo-controlled trial designed to evaluate the
efficacy and safety of roxadustat vs. placebo for the treatment of anemia in patients with later stage CKD (stages 3, 4
or 5) who are not dialysis dependent. This study was conducted in the U.S. and 14 other countries. Treatment duration
was up to 4.5 years, with average duration of 1.7 years. Baseline hemoglobin levels averaged 9.1 g/dL in both the
roxadustat (N=616) and the placebo (N=306) arms.

a.U.S. primary efficacy endpoint: roxadustat was superior to placebo in mean hemoglobin change from baseline to
the average over Weeks 28 to 52 (2.00 vs. 0.16 g/dL, respectively, p<0.0001).
b.EU primary efficacy endpoint: a higher proportion of roxadustat-treated patients (86.0%) achieved a hemoglobin
response in the first 24 weeks (defined as achieving a hemoglobin level of at least 11 g/dL. and a hemoglobin
increase of at least 1 g/dL) as compared to placebo (6.6%), p=0.0007.
5

11



Edgar Filing: FIBROGEN INC - Form 10-K

In a pre-specified secondary efficacy analysis, roxadustat reduced the risk of rescue therapy by 81% (hazard ratio
(HR)=0.19) defined as the time to first use of blood transfusion, administration of an ESA or intravenous (“IV”) iron in
the first 52 weeks of treatment, p<0.0001. In addition, roxadustat reduced the risk of blood transfusion by 74%
(HR=0.26) in the time to first blood transfusion during the first 52 weeks of treatment, p<0.0001.

Incident Dialysis CKD Patients Study (HIMALAY AS) — FibroGen

HIMALAYAS is a 1,043-patient Phase 3 randomized, open-label, active-controlled trial to assess the efficacy and
safety of roxadustat compared to epoetin alfa, an ESA, for the treatment of anemia in CKD patients who have newly
initiated dialysis treatment for end-stage renal disease (“ESRD”) and have had minimal or no exposure to an ESA prior
to study participation. This study was conducted in the U.S. and 17 other countries. Treatment duration was up to 4.4
years, with mean duration of 1.8 years. Mean baseline hemoglobin was 8.43 g/dL in the roxadustat arm (N=522) and
8.46 g/dL in the epoetin alfa arm (N=521).

a.U.S. primary efficacy endpoint: the mean hemoglobin change from baseline to the average over Weeks 28 to 52
was 2.57 g/dL (roxadustat) vs. 2.36 g/dL (epoetin alfa), a least squares mean difference of 0.18 g/dL, with the 95%
confidence interval (“CI”) of (0.08, 0.29). The non-inferiority criteria was met as the lower bound of the 95% CI was
well above the non-inferiority margin of -0.75 g/dL, and superiority over epoetin alfa was also achieved, p=0.0005.

b.EU primary efficacy endpoint: roxadustat met the non-inferiority criteria compared to epoetin alfa: 88.2% of the
roxadustat-treated patients achieved a hemoglobin response in the first 24 weeks (defined as achieving a
hemoglobin level of at least 11 g/dL. and a hemoglobin increase of at least 1 g/dL) compared to an 84.5% responder
rate in the epoetin alfa arm; lower bound of the 95% CI (-0.9%, 7.6%) of the treatment difference in responder rate
is well above the non-inferiority margin of -15%.

Roxadustat-treated patients had a statistically significant reduction in hepcidin, a key regulator of iron metabolism, as
compared to ESA-treated patients. Roxadustat was shown to increase hemoglobin regardless of baseline inflammation
status.

Stable Dialysis CKD Patients Study (SIERRAS) — FibroGen

SIERRAS is a 741-patient U.S. Phase 3, randomized, open-label, active-controlled trial to assess the efficacy and
safety of roxadustat compared to epoetin alfa for the treatment of anemia (in maintaining hemoglobin level) in dialysis
CKD patients who were receiving stable doses of ESA prior to study participation. Treatment duration was up to 3.5
years, with a mean duration of 1.9 years. Mean baseline hemoglobin levels were 10.3 g/dL in both roxadustat and
epoetin alfa arms.

a.U.S. primary efficacy endpoint: the mean hemoglobin change from baseline to the average over Weeks 28 to 52
was 0.39 g/dL (roxadustat) vs. -0.09 g/dL (epoetin alfa), a least squares mean treatment difference of 0.48 g/dL
(95% CI1 0.37, 0.59). Roxadustat met the non-inferiority criteria as the lower bound of 95% CI was well above the
non-inferiority margin of (.75 g/dL. Roxadustat also achieved superiority, p<0.0001.

b.EU primary efficacy endpoint: the mean hemoglobin change from baseline to the average over Weeks 28 to 36 was
0.54 g/dL (roxadustat) vs. -0.02 g/dL (epoetin alfa), a least squares mean treatment difference of 0.53 g/dL with a
95% CI (0.39, 0.67). Roxadustat met the non-inferiority criteria as the lower bound of the 95% CI was well above
the non-inferiority margin of -0.75 g/dL. Roxadustat also achieved superiority over epoetin alfa, p<0.0001.

Roxadustat-treated patients had a statistically significant reduction in hepcidin as compared to ESA-treated patients.
Roxadustat was shown to increase hemoglobin regardless of baseline inflammation status. In addition, in the
pre-specified secondary efficacy analysis, roxadustat-treated patients had a 33% reduction in the risk of blood
transfusion compared to epoetin alfa (HR=0.67) in the time to first blood transfusion during treatment, p=0.0337.

Safety — ANDES, HIMALAYAS, and SIERRAS

12
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The preliminary safety analyses of each of these three studies show an overall safety profile consistent with the results
observed in prior roxadustat studies. The adverse events reported are consistent with those expected in these study
populations with similar background diseases. Fully adjudicated MACE results from the pooled safety analyses both
for non-dialysis and dialysis CKD populations for the U.S. and EU, are anticipated to be completed in the second
quarter of 2019, and we intend to submit a U.S. NDA in the third quarter of 2019. We expect Astellas to submit an
MAA to the EMA shortly thereafter. Both the U.S. NDA and European MAA for roxadustat are expected to cover
anemia associated with dialysis dependent CKD and non-dialysis-dependent CKD.

Non-Dialysis CKD Patients (OLYMPUS) — AstraZeneca
OLYMPUS is AstraZeneca’s Phase 3, randomized, double-blinded, placebo-controlled trial designed to evaluate the
efficacy and safety of roxadustat vs. placebo for the treatment of patients with anemia in CKD stages 3, 4 or 5 whose

disease progression is

6
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moderate to severe and who are non-dialysis dependent. The trial met its primary efficacy endpoint by demonstrating
a statistically-significant and clinically-meaningful improvement in mean change from baseline in hemoglobin levels
averaged over Weeks 28 to 52 vs. placebo. The trial evaluated 2,781 patients in 26 countries.

Non-Dialysis CKD Patients (ALPS) — Astellas

ALPS is Astellas’ Phase 3, randomized, double-blind, placebo-controlled study of the efficacy and safety of roxadustat
for the treatment of anemia in CKD patients not on dialysis. The trial met its primary endpoints by demonstrating
superiority in efficacy vs. placebo in terms of both hemoglobin response rate in the first 24 weeks and hemoglobin
change from baseline at Weeks 28 to 52. The preliminary safety analysis for this trial shows an overall event profile
consistent with the results seen in previous roxadustat studies in CKD patients with anemia.

Stable Dialysis CKD Patients (ROCKIES) — AstraZeneca

ROCKIES is AstraZeneca’s Phase 3, randomized, open-label, active-controlled trial designed to assess the efficacy and
safety of roxadustat vs. epoetin alfa, for the treatment of anemia in patients with CKD who are dialysis dependent.

The trial met its primary efficacy endpoint by demonstrating a statistically-significant improvement in mean change
from baseline in hemoglobin levels averaged over Weeks 28 to 52 vs. epoetin alfa. The trial evaluated 2,133 patients

in 18 countries.

Stable Dialysis CKD Patients (PYRENEES) — Astellas

PYRENEES is Astellas’ Phase 3, randomized, active-controlled trial designed to assess the efficacy and safety of
roxadustat vs. epoetin alfa or darbepoetin alfa, for the treatment of anemia in patients with CKD who are dialysis
dependent. The trial, in 838 patients, met its primary efficacy endpoint.

Estimated Glomerular Filtration Rate Attenuation

We believe there could be significant clinical benefit of roxadustat treatment in the non-dialysis-dependent CKD
patients if we are able to show the attenuation of renal disease progression. The estimated glomerular filtration rate
(“eGFR”) is a measure of the filtration function of the kidney and renal disease progression. In the preliminary analysis
of our pooled Phase 3 non-dialysis studies (ANDES, ALPS, and OLYMPUS) of patients with eGFR 15 or higher
(CKD stages 3 and 4), the one-year decline in eGFR in roxadustat treated patients was shown to be significantly less
than that in placebo treated patients.

Background of Anemia in CKD

Anemia can be a serious medical condition in which patients have insufficient red blood cells and low levels of
hemoglobin (“Hb”), a protein in red blood cells that carries oxygen to cells throughout the body.

Anemia in CKD is associated with increased risk of hospitalization, cardiovascular complications, and death. In
addition, anemia frequently causes significant fatigue, cognitive dysfunction, and reduced quality of life. Severe
anemia is common in patients with CKD, cancer, MDS, inflammatory diseases, and other serious illnesses.

Anemia is particularly prevalent in patients with CKD. The prevalence of CKD in the adult population is estimated at
10-12% globally, and is generally a progressive disease characterized by gradual loss of kidney function that may
eventually lead to kidney failure or ESRD requiring dialysis or a kidney transplant to survive. Blood transfusion is
used for treating life-threatening severe anemia. However, blood transfusions reduce the patient’s opportunity for a
kidney transplant, increase risk of infections and the risk of complications such as heart failure and allergic reactions.

14
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There are five stages of CKD that are primarily defined by the Glomerular Filtration Rate (“GFR”).

7
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Stages of CKD and Prevalence in the U.S.

*U.S. prevalence is estimated for adults 20 years of age or older

+GFR: Glomerular Filtration Rate (ml/min/1.73 m2)

Sources: The prevalence of stage 1 through stage 4 CKD was calculated based on 2016 estimates by the United States
Renal Data System (“USRDS”) presented in the 2018 USRDS annual data report: Epidemiology of kidney disease in the
United States (“2018 USRDS ADR”), using data from the National Health and Nutrition Examination Survey
(“NHANES”) 2013-2016 and 2016 data from the U.S. Census Bureau. The prevalence of stage 5 CKD was calculated
based on 2016 data from the 2018 USRDS ADR using data from the U.S. National ESRD database, NHANES
2013-2016 and 2016 data from the U.S. Census Bureau.

The prevalence rate of anemia in patients with Hb<12 g/dL is set forth below.

Sources: The prevalence of anemia in stage 1 through stage 4 CKD and stage 5 NDD-CKD was derived from Stauffer
and Fan, Prevalence of Anemia in Chronic Kidney Disease in the United States, PLoS ONE (2014). The prevalence of
anemia in patients undergoing dialysis was derived from Goodkin et al., Naturally Occurring Higher Hemoglobin
Concentration Does Not Increase Mortality among Hemodialysis Patients, ] Am Soc Nephrol (2011).

8
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In the U.S., according to the USRDS, a majority of dialysis-eligible CKD patients are currently on dialysis. Of the
approximately 509,000 patients receiving dialysis in the U.S., approximately 78% are being treated with ESAs for
anemia. Despite the presence of anemia in stages 3 and 4 CKD patients in clinical practice, patients typically do not
receive ESA treatment for their anemia until they initiate dialysis. As of 2016, approximately 13% of U.S. NDD-CKD
patients were being treated with ESAs prior to initiation of dialysis (2018 USRDS ADR). In many CKD patients, the
disease progresses gradually over decades and patients can spend years suffering from the symptoms and negative
health effects of anemia before they receive treatment. Many of these patients die from cardiovascular events before
they initiate dialysis.

According to IQVIA (formerly Quintiles and IMS Health) MIDAS™ reports, for the twelve months ending September
2018, global ESA sales in all anemia indications totaled $7.6 billion, including $3.5 billion in the U.S.

Roxadustat — A Novel, Orally Administered Treatment for Anemia

Roxadustat is an orally administered small molecule that corrects anemia by a mechanism of action that is different
from that of ESAs. As a HIF-PH inhibitor, roxadustat activates a response that is naturally activated when the body
responds to reduced oxygen levels in the blood, such as when a person adapts to high altitude. The response activated
by roxadustat involves the regulation of multiple, complementary processes to promote erythropoiesis and increase the
blood’s oxygen carrying capacity.

Coordinated erythropoiesis includes both the stimulation of red blood cell progenitors, by increasing the body’s
production of erythropoietin (“EPO”), and an increase in iron availability for hemoglobin synthesis. Patients taking
roxadustat typically have a transient increase in circulating endogenous EPO levels at peak concentration within or
near the physiologic range naturally experienced by humans adapting to hypoxic conditions such as at high altitude,
following blood donation or impaired lung function, such as pulmonary edema. By contrast, ESAs act only to
stimulate red blood cell progenitors without a corresponding increase in iron availability, and are typically dosed at
well above the natural physiologic range of EPO. The sudden demand for iron stimulated by ESA-induced
erythropoiesis can lead to functional or absolute iron deficiency. We believe these high doses of ESAs are a main
cause of the significant safety issues that have been attributed to this class of drugs. In contrast, the differentiated
mechanism of action of roxadustat, which involves induction of the body’s own natural pathways to achieve a more
complete erythropoiesis, has the potential to provide a safer and more effective treatment of anemia, including in the
presence of inflammation, which normally limits iron availability.

9
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We believe that roxadustat has the potential to offer safety, efficacy, reimbursement, and convenience advantages over
ESAs.

Our clinical trials to date have shown that roxadustat can correct and maintain hemoglobin levels of anemic CKD
patients with lower circulating EPO levels than what has historically been reported with treatment by ESAs to
minimize red blood cell transfusion risks, even in the presence of inflammation, and without routine IV iron
supplementation, thereby offering potential safety and efficacy benefits over ESAs.

Potential for Reduced Hepcidin Levels and Anemia Correction Without Routine IV Iron Supplementation

An important differentiator of roxadustat from ESAs is that roxadustat also mobilizes iron from the body’s iron stores.
It has been consistently shown to correct anemia in CKD regardless of iron-repletion status, whereas iron repletion is
required as a condition for treatment under ESA labels. Furthermore, roxadustat can correct and maintain hemoglobin
without routine IV iron supplementation.

IV iron supplementation is routinely used to support anemia correction in a majority of hemodialysis patients treated
with ESAs in the U.S. Many CKD patients have deficient iron stores, or absolute iron deficiency, and cannot absorb
enough iron from diet or oral iron supplements to correct this deficiency. Physicians administer IV iron to ensure these
patients are iron replete prior to initiating ESA treatment and continue to receive IV iron to mitigate iron depletion
caused by ESA-mediated erythropoiesis. Additionally, many CKD patients who have adequate iron stores suffer from
functional iron deficiency.

While IV iron can help correct anemia when used in combination with ESAs, published studies have suggested both
acute and chronic risk of morbidity and mortality associated with the use of IV iron. Increased use of IV iron has been
associated with increased risk of hospitalization and death.

We believe that elevated levels of hepcidin, the major hormone that regulates iron metabolism, contributes to both
absolute and functional iron deficiency. However, our clinical trials have not only consistently shown roxadustat’s
ability to correct anemia without use of routine IV iron supplementation, but they have also shown a reduction in
hepcidin levels with roxadustat treatment.

Minimizing IV iron use helps to avoid the safety risks associated with IV, and, because the cost of oral iron is
significantly less than the cost of IV iron, treatment with roxadustat could also potentially confer significant costs
savings from not requiring routine IV iron supplementation.

Potential for Anemia Correction for Patient Populations Who are Hyporesponsive to ESAs

Incident dialysis patients and patients who have chronic inflammation are often hyporesponsive to ESAs, which
necessitates the use of higher doses of ESAs to increase hemoglobin levels, thus increasing both safety risk and
treatment cost. In contrast, roxadustat has been shown to be similarly effective in patients with inflammation as those
without inflammation without increasing dose. Roxadustat’s ability to overcome the suppressive effects of
inflammation on erythropoiesis also may enable patients to safely achieve higher hemoglobin levels, which may
reduce red blood cell transfusions (as reported in the U.S. Phase 3 study in dialysis patients (SIERRAS) earlier in this
section). We believe roxadustat’s consistent treatment effect on CKD anemia regardless of inflammation status may
confer clinical safety and efficacy benefits.

While we have not finished analyzing our U.S. and Europe Phase 3 trial data, our China Phase 3 trials showed that

roxadustat was able, in these smaller studies, to increase hemoglobin regardless of baseline inflammation status: both
in dialysis-dependent CKD patients and non-dialysis-dependent CKD patients (as described in the section below
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captioned ‘“Roxadustat for the Treatment of Anemia in Chronic Kidney Disease in China.”). Our Phase 2 clinical trials
showed similar results.

Potential for Anemia Correction with Moderate EPO Levels

Randomized trials have suggested that high doses of ESAs administered in an attempt to achieve a target hemoglobin
level may cause the safety issues associated with ESA therapy. These high ESA doses in the inflamed/hyporesponsive
patients result in serum EPO levels much higher than physiological range. In contrast, the level of endogenous EPO
elevation among patients treated with roxadustat is typically within or near the range observed when ascending to a
higher elevation or giving blood. Treating anemia while maintaining lower circulating EPO levels may mitigate, or
even avoid, the risks from exposure to supraphysiologic erythropoietin levels in ESA therapy, and may potentially
enable a more effective and safe treatment of anemia in CKD patients.

10
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The following graph depicts:

1)the circulating endogenous EPO levels in natural physiologic adaptations, such as adjustment to high altitude,
blood loss, or pulmonary edema [left, |;

2)transient peak endogenous EPO levels estimated for CKD patients who achieved a hemoglobin response to
therapeutic doses of roxadustat in our Phase 2 clinical studies [middle, ]; and

3)the estimated peak circulating recombinant EPO levels resulting from IV ESA doses in distributions reported by
the Dialysis Outcomes and Practice Patterns Study for the fourth quarter of 2011 in the U.S. (after bundling was
initiated and when the hemoglobin target in ESA labeling was in the range of 10-11 g/dL [right, ]).

I Milledge & Cotes (1985) J Appl Physiol 59:360;2 Goldberg et al. (1993), Clin Biochem 26:183, Maeda et al.
(1992), Int J Hematol 55:111; 3 Kato et al. (1994) Ren Fail 16:645;4 The transient peak endogenous EPO
concentrations (“Cmax”), data for roxadustat was derived from a subset of 243 patients who achieved a hemoglobin
response to roxadustat in our Phase 2 studies for whom we believe doses depicted approximated therapeutic doses.
Hemoglobin target ranges for these patients were above the hemoglobin levels specified in the current ESA package
insert for CKD patients. Only doses in those patients whose hemoglobin responded in Phase 2 studies are reflected in
the figure. The subset of patients included 134 non-dialysis CKD patients treated to thrice-weekly, twice-weekly, or
weekly doses of roxadustat for >16 weeks. The subset also included 109 dialysis CKD patients, including incident
dialysis patients whose anemia was corrected with therapeutic doses and stable dialysis patients who received
maintenance doses. Cmax of endogenous EPO levels were not measured in all patients; instead the range of EPO
Cmax levels were estimated based on data derived from a more limited number of patients in whom EPO levels were
measured at various roxadustat doses and among whom there was substantial variation in measured EPO

levels. Accordingly, individual patients who received roxadustat may have realized EPO Cmax levels significantly
above or below these estimated levels. Moreover, the estimates reflected in the graph may not be reflective or
predictive of actual EPO Cmax levels or ranges that will be realized in larger populations of patients receiving
roxadustat in our Phase 3 clinical trials. > EPO Cmax was computed from ESA dose distributions based on Flaherty et
al. (1990) Clin Pharmacol Ther 47:557.

Potential Cholesterol Benefits

In addition, in our Phase 2 and China Phase 3 clinical trials, we observed reductions in total cholesterol and an
improvement in average high-density lipoprotein (“HDL”)/low-density lipoprotein (“LDL”) ratio. Since many CKD
patients have high cholesterol levels, which contribute to cardiovascular-related morbidity and mortality, the

improvement in the average HDL/LDL ratio observed with roxadustat treatment could confer a benefit to patients.
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Potential Reimbursement and Convenience Advantages
Potentially Differentiated Reimbursement Framework

ESAs are included in the Medicare Improvements for Patients and Providers Act bundled payment system in the
dialysis-dependent CKD setting and reimbursed under Medicare Part B in the non-dialysis-dependent CKD setting.
Based on our roxadustat data to date, we believe roxadustat has the potential to correct anemia through a differentiated
mechanism of action and that offers different therapeutic effects than ESA and the potential to displace multiple drugs
in current use (such as ESAs and IV iron), and/or those in development (such as agents for suppression of hepcidin).
Although the bundle currently covers ESAs or other IV products encompassed by the bundle, due to the differentiated
innovative nature of roxadustat, it is unclear whether roxadustat will be included in or excluded from the bundle. We
believe that there may be commercial benefits in either event, however are unable to predict the potential benefits until
further guidance from the Centers for Medicare and Medicaid Services becomes available.

In the non-dialysis CKD setting, we expect that roxadustat, an oral treatment, should be subject to Medicare Part D,
which would allow physicians to prescribe roxadustat without the financial and reimbursement risk associated with
purchasing and storing injectable ESAs. We believe that this should encourage significantly greater usage outside of
the dialysis setting than injectable agents like ESA.

Potential Reduction of Other Medications

In addition to potentially eliminating routine I'V iron supplementation, based on our Phase 2 and China Phase 3
clinical trial results to date, we believe that roxadustat has the potential to reduce the use of other medications
frequently required in some CKD anemia patients, such as anti-hypertensives and statins.

Oral Administration

Many physicians that treat CKD patients, particularly primary care and family practice physicians, cardiologists,
endocrinologists, and internists, do not typically stock or administer ESAs. An easily accessible oral agent that is
dispensed by pharmacies could significantly increase the number of physicians treating anemia in patients with CKD,
and therefore, the number of patients receiving treatment.

In addition, the oral administration of roxadustat potentially offers a significant convenience advantage for CKD
patients who have yet to initiate dialysis and are therefore not regularly visiting a dialysis center. Patients can more
easily self-administer medicine in any setting, rather than being subject to the inconvenience and restrictions of
regular visits to physicians’ offices or infusion centers to receive treatment with ESAs.

Potential Pharmacoeconomic Advantages

Based on our Phase 2 clinical trial results to date, we believe that roxadustat’s potential pharmacoeconomic advantages
over ESA therapy may include safety (with a potential decrease in cardiovascular events and hospitalizations, with
consequently lower associated treatment costs), lower administrative cost, reduction or elimination of IV iron and
potentially other medications. If demonstrated in our Phase 3 studies, these pharmacoeconomic advantages may
support reimbursement worldwide, including in Europe and China.

The Market Opportunity for Roxadustat

We believe that there is a significant opportunity for roxadustat to address markets currently served by injectable
ESAs. According to IQVIA (formerly Quintiles and IMS Health) MIDAS™ reports, over the 12 months ending
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September 30, 2018, global ESA sales in all indications totaled $8.0 billion, driven primarily by $5.6 billion sold in
the U.S. and Europe. We believe that a substantial portion of ESA sales are for CKD anemia. For example, Amgen
reported in January 2019 that its ESA portfolio of EPOGEN® (epoetin alfa) and Aranesp® (darbepoetin alfa) had total
2018 worldwide sales of $2.6 billion, of which $2.3 billion was in nephrology where CKD patients are treated. We
further believe that the number of patients requiring anemia therapy will grow steadily as the global CKD population
and access to dialysis care continue to expand, particularly in China and other emerging markets including the rest of
Asia, Latin America, Eastern Europe, the Middle East, and the Commonwealth of Independent States. In established
markets, such as the U.S., as obesity, hypertension, and diabetes prevalence continue rising, and the mortality of
ESRD patients decline, the prevalence of ESRD is expected to grow further. Recent research published in Journal of
American Society of Nephrology predicts the prevalence of ESRD in the U.S. to increase by 29% - 68% by 2030 from
the level in 2015, to between 971,000 to 1,259,000 in 2030. The USRDS estimates the total U.S. prevalence of ESRD
as of 2016 at 724,075, including 509,014 patients on dialysis and 215,061 transplant recipients.
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Furthermore, we believe that there is a significant opportunity for roxadustat to address patient segments that are
currently not effectively served by ESAs, such as anemia in the non-dialysis CKD patient population, which is
substantially larger than the dialysis CKD patient population. Diabetes and hypertension are the leading causes of
secondary CKD. Although we estimate approximately 36% of diabetic and 20% of hypertensive CKD patients are
anemic (Hb<12 g/dL), we believe the majority of these patients are currently untreated for anemia since they are under
the care of primary care, family practice physicians, and other non-nephrology specialists, such as endocrinologists,
diabetologists, cardiologists, and internists, where ESA therapies are not readily available.

We believe that roxadustat may provide a safer option to address the CIA market, which was once comparable in size
to the dialysis-dependent CKD anemia market. In addition, other types of anemias, including anemia related to
inflammatory diseases, MDS, and surgical procedures requiring transfusions that are not addressed adequately with
currently available therapies may be addressable opportunities.

To maximize the commercial potential for roxadustat, we incorporated several unique elements into our Phase 3
program. We have performed the first placebo-controlled Phase 3 studies in non-dialysis CKD patients to potentially
demonstrate the benefits of anemia therapy and safety of roxadustat compared to placebo. We have also p