


CHEMOCENTRYX

The strength of an organization relates to the depth of its foundation.

At ChemoCentryx (CCXI) our foundation runs deep, built upon years of experience
in an industry that rewards only those that innovate and persevere. We are
executing on our long-term plan, creating value. Our organization is strong and
resilient, every year we aim to transform our goal of new medicines for patients
and excellent returns for investors into a self-sustaining, practical reality. | am
proud to say that the accomplishments of 2017 were major steps toward this
reality. In this letter | will briefly review these achievements and discuss how
they position us for future growth.

2017 was a watershed year for CCXI.

In achieving both near term tactics and long-range plan, 2017 was an excellent
year. Five key accomplishments exemplify this:

1) The ADVOCATE Phase Il pivotal trial (of our lead drug avacopan) proceeded at
an unprecedented pace.

2) We launched clinical trials in two other indications: C3 Glomerulopathy,
C3G, (an additional indication for avacopan); and also in Focal Segmental
Glomerulosclerosis, with CCX140, our second kidney asset.

3) We submitted an application for a Conditional Marketing Authorization (CMA)
in Europe for avacopan in ANCA vasculitis, which was validated by the European
Medicines Agency (EMA).

4) We made advances in our pancreatic cancer program with CCX872, where our
clinical trial showed very promising 18-month overall survival data.

5) We bolstered our balance sheet considerably. 2017 was a year in which we
took in more money than we spent, despite all our activity and progress on
multiple clinical trials during the year.

Any one of these five achievements would make for a good year. Together, they
represent a considerable leap forward in our plan to become a fully integrated
biopharmaceutical company.

Advanced CCXI programs focus on kidney disease, an immense
opportunity for new medicines, where the need in orphan renal patients
is particularly acute.

The two most clinically advanced drug candidates at CCXI are avacopan and
CCX140. Avacopan blocks the receptor for the complement fragment C5a (C5aR),
a known driver of destruction in autoimmune diseases, and CCX140 blocks the
chemokine receptor known as CCR2, which is implicated in chronic inflammation
and increasingly in kidney dysfunction. Both avacopan and CCX140 represent
innovative precision medicine approaches: they selectively target chemoattractant
receptors that specifically drive inflammatory and autoimmune cells responsible
for tissue destruction in the diseases to be treated. Unlike current standard
therapies (where the idea has been to limit autoimmune disease by generally
suppressing the immune system), avacopan and CCX140 do not cause systemic
immunosuppression.

We are actively pursuing both avacopan and CCX140 in kidney disease,
particularly orphan kidney disease. We believe that the clinical needs and the
commercial opportunities for new therapies in kidney disease are immense.
Consider the following astonishing fact: US taxpayers spend about as much per
year just on end stage renal disease as we do on all other basic medical research
and medical science combined. (ESRD costs ~8% of total Medicare budget; this is
bigger than the entire annual budget for the National Institutes of Health.)

That fact alone should say something about need and opportunity.

Orphan diseases are particularly tractable for a company of our size and scope,
and the unmet needs for patients with orphan diseases of the kidney are
profound. Take, for example, anti-neutrophil cytoplasmic autoantibody (or ANCA)
vasculitis. ANCA vasculitis occurs when inflammatory cells in the blood (the
neutrophils) become activated by auto-antibodies and the body’s complement
system. In particular, the C5a complement fragment, binds to its receptor (the

C5aR) on the neutrophils, and these complement-activated neutrophils attack
vasculature with chronic inflammation (vasculitis). This ultimately destroys the
blood vessels, leading to organ failure particularly of the kidney.

ANCA vasculitis is currently treated with drugs that are designed to suppress

the immune system (such as cyclophosphamide or rituximab) combined with the
long-term use of high doses of corticosteroids (such as prednisone). Steroids
have been shown to cause serious adverse events, including death. ANCA
vasculitis remains a serious, potentially life-threatening disease, with at least

an 11% first-year mortality rate. Astonishingly, current treatments contribute to
most of this mortality (mostly due to serious infections and other complications of
steroids). And, despite all the risks of current therapy, the standard regimen can
also be slow to act in relieving signs and symptoms of ANCA vasculitis, and does
not provide a durable benefit. The standard of care regimen is a source of much
of the total burden of disease in ANCA, and the inadequacies of current care are a
large part of the unmet need.

We have a new approach with avacopan.

Precision targeting leads to precision medicine: avacopan represents a
differentiated approach to complement-related diseases.

Avacopan is the first late-stage drug candidate to block only the C5a receptor

in the complement system. By blocking the C5aR, we leave the rest of the
complement cascade and the immune system functioning normally. Avacopan’s
action selectively stifles the activation of the harmful neutrophils that cause the
ANCA disease, avoiding major limitations of other complement system-targeting
therapies that are in development.

In short, avacopan possesses a highly specific mechanism of action. It is the first
targeted therapy developed for ANCA vasculitis. We and others believe avacopan
could make the current, decades-old treatment regimen in ANCA vasculitis
irrelevant, marking a paradigm shift in the treatment of ANCA. With avacopan,
data suggests that patients can get better, get better faster, stay healthy, and
avoid the physical and psychological side effects that come with the previous
century’s standard of care, enjoying a markedly better quality of life.

Avacopan is also fundamentally different from other drug candidates in development in
what might be called the ‘complement cascade intervention space':

o Avacopan is an orally administered inhibitor of C5aR, not an injectable or
infusible protein, such as an antibody;

o This is important because antibody therapies may become immunogenic,
losing their effects over time;

o Also, by specifically targeting C5aR (known to drive inflammatory
destruction), we are not blocking other, beneficial effects of C5a occurring
through other pathways.

In 2017 we achieved key business milestones and raised awareness of
ANCA Vasculitis patients’ needs.

Late in 2017 the EMA accepted for review our conditional registration dossier,
based on Phase Il clinical data, in support of a CMA for avacopan for the
treatment of patients with ANCA vasculitis. The application and its validation
revealed the maturity of our avacopan program for ANCA vasculitis (e.g., in
manufacturing, toxicology, and other exacting standards required for a product
license), and triggered a $50 million milestone payment from our commercial
partner Vifor Pharma.

The validation of our CMA application by the EMA was a pivotal business
milestone for us. It reinforced our belief that status quo of standard care is
simply not good enough for ANCA patients. Innovative therapies, urgently needed,
deserve accelerated assessment. The CMA validation heightened the awareness
of the plight of ANCA vasculitis patients. For all of CCXI, | am proud to say to the
ANCA community: your cause is our cause; we are determined to succeed.

We are executing on our ‘pipeline in a drug’ strategy for avacopan.

C5aR inhibition is relevant to several very high value / high need clinical conditions. We
intend to maximize the value of avacopan by pursuing these conditions in parallel.

First in ANCA vasculitis — the Phase Ill ADVOCATE pivotal trial had excellent
momentum through 2017. We opened 200 sites in 20 countries around the world for
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ADVOCATE and we are on track to complete enrollment (300 patients) by the middle
of 2018. Such progress is remarkable because orphan diseases are by their very
nature difficult to enroll in randomized controlled trials which involve more than

a handful of patients. This is one of the historical hurdles to advancing innovative
medicines in orphan diseases. But the facts of the ADVOCATE trial are impressive:

it is the largest clinical trial of its type ever for ANCA vasculitis, and on pace for the
fastest recruitment rate in a randomized controlled clinical trial in this important
disease. The enthusiastic welcome that physicians and patients alike are giving the
ADVOCATE trial may also be an indication of the pent-up need that modern drugs like
avacopan exemplify: potentially changing the treatment paradigm in ANCA and other
complement-related diseases.

Although the ADVOCATE Phase Ill trial is a major focus for us, it is just the beginning.
We are also moving ahead with clinical trials which are designed ultimately to
support registration in kidney diseases for which there are currently no FDA approved
treatments.

Specifically, we are also enrolling a clinical trial of avacopan in C36, a rare disorder
that affects younger patients, requiring dialysis and, too often, kidney transplant.
There is simply no effective treatment today: immuno-suppressive drugs are
minimally beneficial and even kidney transplants frequently fail. We and other
experts believe we have designed the most stringent, controlled trial yet for C3G.

Other very high value indications also exist for avacopan outside of renal disease.
One such indication is the debilitating and deforming skin disease, hidradenitis
suppurativa (HS). HS is widely regarded as only marginally controlled by the lone
existing approved therapy, an anti-TNF antibody. Yet even with a less than adequate
benefit, that current therapy commands revenues approximating $1 billion per year
in HS. Recent clinical evidence suggests complement C5a drives HS, and we intend
to launch our clinical development program for the use of avacopan in patients with
HS soon.

CCX140, a second kidney disease asset, holsters our renal therapy
franchise.

While avacopan continues to advance in late-stage clinical trials, we are launching
trials of the second drug candidate in our kidney franchise, CCX140, in the orphan
kidney indication Focal Segmental Glomerulosclerosis, FSGS. Like C3G, there is
simply no approved treatment for FSGS.

We have significant clinical experience with CCX140. Previously, we successfully
completed a one-year Phase Il trial in diabetic nephropathy (DN) patients. In DN,
CCX140 treatment significantly and durably lowered proteinuria (a sign of improved
kidney function) while being very well tolerated over its long dosing period.

That finding may augur well for CCX140, since proteinuria lowering may constitute
the actual registration endpoint in certain FSGS patient populations. One of our
CCX140 trials involves sub-nephrotic, primary FSGS patients and the other is in
primary FSGS patients with nephratic syndrome. In nephrotic patients, we believe a
significant decrease in proteinuria may constitute an accelerated approval endpoint.
We intend to make significant progress in the CCX140 FSGS program in 2018.

CCXI owns entirely its kidney assets in the US, and outside the US we intend
to commercialize with our partner Vifor Pharma.

Especially as avacopan undergoes its CMA review, it is important to note that we have a
plan to bring our novel renal therapeutics to market. CCXI retains 100% of the rights for
both avacopan and CCX140 in the US and China. We are developing our US commercial
plan, having hired senior executive talent with deep expertise in marketing of orphan
products. For sales abroad, our very experienced commercial partner in renal care, Vifor
Pharma, has rights to commercialize avacopan and CCX140 abroad, with ChemoCentryx
receiving significant royalties on sales from those territories. A large part of the global
commercial strategy is in place and upon approval we intend to be ready to create
value with our kidney products around the world.

New opportunities in our broad pipeline portfolio further enhance the CCXI
value proposition.

It is important to know that the CCXI core technology, i.e., modifying the
trafficking of cells, is therapeutically relevant to cancer as well. For example,
in pancreatic cancer, we reported promising data from a clinical trial of our
second CCR2 inhibitor, CCX872, in advanced/metastatic pancreatic cancer. The
data showed overall survival (in all patients randomized) of 29% at 18 months
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with CCX872 and FOLFIRINOX combination therapy. This was a marked advance
over previously published overall survival rates of 18.6% at 18 months using
FOLFIRINOX treatment alone in pancreatic cancer.

The findings demonstrated that improved patient survival could result from
selectively blocking the immune suppressing cells that CCR2 maintains in the
tumor environment. This new approach - which aims to mobilize the body's own
potential for a powerful anti-tumor immune response - is particularly important
because other therapies such as checkpoint inhibitors do not seem to work

well alone in pancreatic cancer. CCX872 potentially could make the checkpoint
inhibitors more effective. Our plan is to advance CCX872 in combination with other
therapies.

Capital efficiency: a CCXI tradition.

While | am delighted to report excellent progress in 2017 from our clinical trials, |
am equally delighted with our ability to secure non-dilutive financing that allows
CCXI to energetically advance its pipeline. We did very well in 2017 in bringing
revenues from partnership sources, continuing to use our capital in a highly
efficient way.

In fact, CCXI was cash flow positive for 2017. We brought in $20M from Vifor for
expanded rights to market Avacopan (ex US) in territories including Japan, and
$50M for the avacopan CMA validation. Additionally, we negotiated a $50 million
growth capital facility that we entered into at the end of 2017. Importantly,

we believe that we now have sufficient funds available to advance avacopan
well through topline data from our Phase |1l ADVOCATE trial and into additional
registration filings in the U.S. and the E.U. A history of capital efficiency has
become one of our hallmarks; one which has been well appreciated by our
investor base. Our pledge is to continue to invest responsibly in high value
programs to create value.

In 2018 we will continue to execute assertively on our plan.

Foundations are only good for what can be built upon them. The impressive
accomplishments of 2017 provide the base for building more value in 2018.

This year we look forward to completing enrollment of ADVOCATE, working with
the EMA as they review of our CMA application, and advancing avacopan and
CCX140 in registration-supporting trials in additional renal diseases. Also, we
are particularly excited to develop avacopan in hidradenitis suppurativa. We have
a healthy balance sheet to fund our clinical activities and to take us toward
potential registration filings in the U.S. and E.U.

In the evolution of CCXI, we enter into a pivotal and exciting period. It is a time
that we expect will lead ultimately to the commercialization of our innovative
therapeutics and becoming a fully integrated biopharmaceutical company. As we
move closer to commercialization we've added to the executive ranks seasoned
veterans in commercial strategy, clinical development, quality, and other
disciplines required for a mature enterprise.

Citizens of our CCXI community — the exceedingly talented clinicians, life
scientists, medicinal chemists, financial and regulatory experts, and other highly
dedicated professionals -- have a deep and utter commitment to create new
medicines for patients who for too long have been given too little and who have
endured too much. We at CCXI pledge to work unstintingly to create value for
these patients, for our community, and for our shareholders. Optimism abounds,
glistening and effulgent among our many prospects. Our message is simple: the
future of our enterprise has never been brighter.

Thomas J. Schall, PhD
President, Chief Executive Officer
and Chairman of the Board
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CCXI DISCOVERY PLATFORM HAS CREATED
A BROAD PIPELINE OF UNIQUE SMALL
MOLECULE THERAPEUTICS

THERAPEUTIC AREA DRUG /TARGET  INDICATION Preclinical Phase | Phase I Phase Il
Complement Avacopan ANCA-ASSOCIATED VASCULITIS
Inhibition in Orphan  (formerly
. C3 GLOMERULOPATHY
Diseases CCX168)/
C5aR HIDRADENITIS SUPPURATIVA
ATYPICAL HEMOLYTIC UREMIC SYNDROME
Chronic and Orphan ~ CCX140/ CKD. INCLUDING ORPHAN FOCAL SEGMENTAL GLOMERULOSCLEROSIS

Kidney Diseases CCR2
DIABETIC NEPHROPATHY, SUCCESSFULLY COMPLETED PHASE I

Other Inflammatory ~ CCX507/CCRY IBD: ULCERATIVE COLITIS
and Autoimmune

Diseases CCX587/CCR6 TH17 DRIVEN DISEASE, e.g. PUSTULAR PSORIASIS

ADVANCED PANCREATIC CANCER
OTHER ONCOLOGY INDICATIONS

%00 a28Y @09 029292 0.2® 1?2 YO0 a® o aa D¢



UNITED STATES
SECURITIES AND EXCHANGE COMMISSION

WASHINGTON, DC 20549

Form 10-K

(Mark One)
ANNUAL REPORT PURSUANT TO SECTION 13 OR 15(d) OF THE SECURITIES EXCHANGE ACT

OF 1934

For the fiscal year ended December 31, 2017

or

[ TRANSITION REPORT PURSUANT TO SECTION 13 OR 15(d) OF THE SECURITIES EXCHANGE ACT

OF 1934

For the transition period from to

Commission file number: 001-35420
ChemoCentryx, Inc.
(Exact Name of Registrant as Specified in its Charter)
Delaware 94-3254365
(State or Other Jurisdiction of (L.R.S. Employer
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(650) 210-2900
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Title of Each Class Name of Each Exchange on Which Registered
Common Stock, par value $0.001 per share The Nasdaq Stock Market LLC
Securities registered pursuant to Section 12(g) of the Act:
None

Indicate by check mark if the registrant is a well-known seasoned issuer, as defined in Rule 405 of the Securities Act. Yes [] No
Indicate by check mark if the registrant is not required to file reports pursuant to Section 13 or 15(d) of the Act. Yes [ ] No

Indicate by check mark whether the registrant: (1) has filed all reports required to be filed by Section 13 or 15(d) of the Securities Exchange Act of 1934
during the preceding 12 months (or for such shorter period that the registrant was required to file such reports), and (2) has been subject to such filing
requirements for the past 90 days. Yes No []

Indicate by check mark whether the registrant has submitted electronically and posted on its corporate Web site, if any, every Interactive Data File
required to be submitted and posted pursuant to Rule 405 of Regulation S-T (§232.405 of this chapter) during the preceding 12 months (or for such shorter
period that the registrant was required to submit and post such files). Yes [] No

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

Indicate by check mark whether the registrant is a large accelerated filer, an accelerated filer, a non-accelerated filer, a smaller reporting company, or

emerging growth company. See definitions of “large accelerated filer”, “accelerated filer”, “smaller reporting company”, and “emerging growth company” in
Rule 12b-2 of the Exchange Act. (Check one):

Large accelerated filer [] Accelerated filer

Non-accelerated filer [] (Do not check if a smaller reporting company) Smaller reporting company [_]

Emerging growth company [ ]
If an emerging growth company, indicate by check mark if the registrant has elected not to use the extended transition period for complying with any
new or revised financial accounting standards provided pursuant to Section 13 (a) of the Exchange Act. [ ]
Indicate by check mark whether the registrant is a shell company (as defined in Rule 12b-2 of the Securities Exchange Act of 1934). Yes [ ] No

The aggregate market value of the registrant’s common stock held by non-affiliates of the registrant as of the last business day of the registrant’s most
recently completed second fiscal quarter was approximately $197.3 million, based on the closing price of the registrant’s common stock on the Nasdaq Global
Select Market of $9.36 per share.

The number of outstanding shares of the registrant’s common stock, par value $0.001 per share, as of February 28, 2018 was 48,920,715.
DOCUMENTS INCORPORATED BY REFERENCE
Portions of the registrant’s definitive proxy statement to be filed with the Securities and Exchange Commission pursuant to Regulation 14A in
connection with the registrant’s 2018 Annual Meeting of Stockholders, which will be filed subsequent to the date hereof, are incorporated by reference into

Part III of this Annual Report on Form 10-K. Such proxy statement will be filed with the Securities and Exchange Commission not later than 120 days
following the end of the registrant’s fiscal year ended December 31, 2017.
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PARTI

Forward-Looking Statements and Market Data

This Annual Report on Form 10-K contains forward-looking statements that involve risks and uncertainties.
All statements other than statements of historical facts contained in this Annual Report on Form 10-K are
forward-looking statements. In some cases, you can identify forward-looking statements by terminology such as
“may,” “could,” “will,” “would,” “should,” “expect,” “plan,” “aim,” “anticipate,” “believe,” “estimate,” “intend,”
“predict,” “seek,” “contemplate,” “potential” or “continue” or the negative of these terms or other comparable
terminology. These forward-looking statements include, but are not limited to, statements about:
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e the initiation, timing, progress and results of our preclinical studies and clinical trials, and our research
and development programs;

e our ability to advance drug candidates into, and successfully complete, clinical trials;
e the commercialization of our drug candidates;

e the implementation of our business model, strategic plans for our business, drug candidates and
technology;

e the scope of protection we are able to establish and maintain for intellectual property rights covering
our drug candidates and technology;

e estimates of our expenses, future revenues, capital requirements and our needs for additional financing;
e the timing or likelihood of regulatory filings and approvals;

e our ability to maintain and establish collaborations or obtain additional government grant funding;

o our financial performance; and

e developments relating to our competitors and our industry.

These statements relate to future events or to our future financial performance and involve known and
unknown risks, uncertainties and other factors that may cause our actual results, performance or achievements to
be materially different from any future results, performance or achievements expressed or implied by these
forward-looking statements. Factors that may cause actual results to differ materially from current expectations
include, among other things, those listed under “Item 1A. Risk Factors” and elsewhere in this Annual Report on
Form 10-K.

Any forward-looking statement in this Annual Report on Form 10-K reflects our current views with respect
to future events and is subject to these and other risks, uncertainties and assumptions relating to our operations,
results of operations, industry and future growth. Given these uncertainties, you should not place undue reliance
on these forward-looking statements. For all forward-looking statements, we claim the protection of the safe
harbor for forward-looking statements contained in the Private Securities Litigation Reform Act of 1995. Except
as required by law, we assume no obligation to update or revise these forward-looking statements for any reason,
even if new information becomes available in the future.

This Annual Report on Form 10-K also contains estimates, projections and other information concerning our
industry, our business, and the markets for certain drugs, including data regarding the estimated size of those
markets, their projected growth rates, the incidence of certain medical conditions, statements that certain drugs,
classes of drugs or dosages are the most widely prescribed in the United States or other markets, the perceptions
and preferences of patients and physicians regarding certain therapies and other prescription, prescriber and
patient data, as well as data regarding market research, estimates and forecasts prepared by our management.
Information that is based on estimates, forecasts, projections, market research or similar methodologies is
inherently subject to uncertainties and actual events or circumstances may differ materially from events and



circumstances reflected in this information. Unless otherwise expressly stated, we obtained this industry,
business, 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 particular, unless otherwise specified, all prescription, prescriber and patient data in this Annual
Report on Form 10-K is from Datamonitor or Global Data. In some cases, we do not expressly refer to the
sources from which this data is derived. In that regard, when we refer to one or more sources of this type of data
in any paragraph, you should assume that other data of this type appearing in the same paragraph is derived from
the same sources, unless otherwise expressly stated or the context otherwise requires.

ChemoCentryx®, the ChemoCentryx logo, Traficet™ and Traficet-EN™ are our trademarks in the
United States, the European Community, Australia and Japan. EnabaLink® and RAM® are our trademarks in the
United States. Each of the other trademarks, trade names or service marks appearing in this Annual Report on
Form 10-K belongs to its respective holder.

Unless the context requires otherwise, in this Annual Report on Form 10-K the terms “ChemoCentryx,”

we,” “us” and “our” refer to ChemoCentryx, Inc., a Delaware corporation, and our subsidiary taken as a whole
unless otherwise noted.



Item 1. Business.
Overview

ChemoCentryx is a biopharmaceutical company developing new medications targeted at inflammatory
disorders, autoimmune diseases and cancer. Each of our drug candidates selectively blocks a specific
chemoattractant receptor, leaving the rest of the immune system intact. Our drug candidates are small molecules,
which are orally administered, offering significant quality of life benefits, since patients swallow a capsule or pill
instead of having to visit a clinic for an infusion or undergo an injection.

In 2016, we executed on our strategy to form an alliance with a partner that could provide upfront
commitments and milestones to support the clinical development of our leading two drug candidates, avacopan
and CCX140, to registration and pay us royalties upon sales in international markets, while we develop our own
commercial infrastructure to sell directly in the United States.

To help communicate the breadth of our drug discovery platform, we have segmented our pipeline into early
stage and late stage drug candidates.

Late Stage Drug Candidates

We have chosen to focus initially on kidney disease, particularly on orphan indications, where drug
candidates tend to enjoy a faster path to market and better reimbursement. Our leading drug candidates address
areas of clear unmet need, where the current standard of care, or SOC, is insufficient to halt progression of the
disease and/or where today’s treatment options come with serious side effects, such as those which accompany
the prolonged use of steroids:

Avacopan (CCX168) — Complement Inhibition in Orphan Diseases

Avacopan (formerly CCX168) is an orally-administered complement inhibitor targeting the C5a receptor, or
C5aR, and is being developed for orphan diseases, including (i) anti-neutrophil cytoplasmic auto-antibody
associated vasculitis, or AAV, a devastating autoimmune disease that damages blood vessels and can lead to
kidney failure; (ii) complement 3 glomerulopathy, or C3G, a debilitating disease that can lead to kidney
failure; and (iii) atypical hemolytic uremic syndrome, or aHUS, a rare, life threatening disease.

Avacopan has been granted orphan drug designation by the U.S. Food and Drug Administration, or FDA,
for the treatment of AAV, C3G and aHUS and by the European Medicines Agency, or EMA, for the
treatment of C3G and microscopic polyangiitis and granulomatosis with polyangiitis, both forms of AAV.
Additionally, avacopan has been granted PRIority MEdicines, or PRIME, designation from the EMA, to
expedite its clinical development, and to potentially accelerate its marketing authorization.

Following completion of two Phase II clinical trials in patients with AAV, in which avacopan was well-
tolerated and provided effective steroid-free control of the disease, we launched the Phase IIl ADVOCATE
trial in December 2016. The FDA and the EMA concurred with the design of the study. ADVOCATE is a
randomized, double-blind two-arm study enrolling approximately 300 patients at approximately 200 sites in
the United States, Canada, Europe, Australia, and New Zealand. We expect to complete patient enrollment
of the Phase IIl ADVOCATE trial in mid-2018. We recently launched a registration-supporting clinical trial
to study avacopan for the treatment of patients with C3G and plan to initiate clinical studies for the
treatment of patients with hidradenitis suppurativa, or HS, in 2018. Meanwhile, we are actively dosing
aHUS patients under compassionate use protocols as we explore appropriate doses and dosing regimen for
that indication.

In December 2017, our Conditional Marketing Authorization, or CMA, application for avacopan in the
treatment of patients with AAV was accepted for review by the EMA’s Committee for Medicinal Products
for Human Use, or CHMP. Under the terms of our kidney health alliance with Vifor (International) Ltd., this
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validation of the avacopan CMA application by the EMA resulted in a $50.0 million milestone (see “Kidney
Health Alliance with Vifor”).

CCX140 — Chronic and Orphan Kidney Diseases

CCX140, an orally-administered inhibitor of the chemokine receptor known as CCR2, has been in
development for diabetic nephropathy, or DN, a form of chronic kidney disease, or CKD, and is now being
developed for focal segmental glomerulosclerosis, or FSGS, a rare renal disease characterized by
progressive proteinuria, excess protein in the urine, and impaired renal function.

A global Phase II clinical trial of CCX140 in patients with DN met its primary endpoint by demonstrating
that CCX140 given orally once daily added to a SOC renin-angiotensin-aldosterone system inhibitor
treatment resulted in a statistically significant reduction in proteinuria, beyond that achieved with SOC
alone, with the most pronounced effect shown in the highest proteinuric patients. Based on the safety and
efficacy data related to reduction in proteinuria observed in the Phase II trial in DN, we launched our
clinical development program of CCX140 for the treatment of patients with primary FSGS, for which there
are currently no FDA-approved treatments.

Kidney Health Alliance with Vifor

In May 2016, we announced a partnership, which we refer to as the Avacopan Agreement, with Vifor
(International) Ltd., and/or its affiliates, or collectively, Vifor, a European-based world leader specializing in
kidney disease. While under this agreement we retained all rights to the United States and China, we granted
Vifor commercial rights to avacopan in Europe and certain other international markets. In December 2016, we
entered into an additional agreement with Vifor, which we refer to as the CCX140 Agreement, relating to
CCX140, our other late stage drug candidate. Under this second agreement, we again retained all rights to the
United States and China and we granted Vifor worldwide rights outside of the United States and China. In
February 2017, we announced a further agreement with Vifor that harmonized the geographic commercialization
rights underlying the agreements for both drug candidates, which we refer to as the Avacopan Amendment.

We have secured $205 million in upfront cash payments and commitments and milestones pursuant to our
agreements with Vifor and are eligible for additional substantial milestone payments. Through our alliance, we
maintain the commercial rights to avacopan and CCX140 in the United States and China, and also retain control
of the clinical development programs for orphan renal disease. Vifor gained the commercial rights for all other
international markets, and is obligated to pay us tiered royalties, with rates ranging from ten to the mid-twenties,
on potential net sales.

At a future time defined in the contract, Vifor has an option to solely develop and commercialize CCX140
in more prevalent forms of CKD. Should Vifor later exercise the CKD option, we would receive co-promotion
rights for CKD in the United States, and we estimate that the clinical development and registration process for
CKD would end at approximately the same time as Orphan Drug exclusivity.

Early Stage Drug Candidates

While the science has led us to focus initially on kidney disease, our target specific and selective approach
designed to stop the spread of inflammatory disease-inducing cells shows promise in other disease areas. Over
time, we plan to bring forward drug candidates to treat other inflammatory and autoimmune disorders, as well as
cancer, where our drug candidate CCX872 has shown promise in a Phase Ib trial for advanced pancreatic cancer.
We expect that our ability to do so will grow as we increase our scale and start to earn revenues and royalties
from the commercialization of our late stage kidney disease franchise.
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Late Stage Drug Candidates
Avacopan (Formerly CCX168) — Complement Inhibition in Orphan Diseases

In our complement inhibition orphan disease program, our lead drug candidate is avacopan.

Avacopan is a small molecule that selectively blocks the chemoattractant receptor known as C5aR, and is
being developed for inflammatory and autoimmune diseases. Avacopan inhibits the activity of complement C5a,
a component of the complement system and the natural ligand for C5aR. The complement system is a group of
proteins that work together to regulate aspects of host defense against bacteria and viruses, trigger inflammation,
and remove debris from cells and tissues. The complement system must be carefully regulated so it targets only
unwanted materials and does not attack the body’s healthy cells. In certain autoimmune diseases (including those
in which we are engaged in clinical trials), components of the complement system have become dysregulated.

The FDA has granted avacopan orphan-drug designation for AAV, C3G and aHUS. The European
Commission has granted orphan medicinal product designation for avacopan for the treatment of two forms of
AAV: microscopic polyangiitis and granulomatosis with polyangiitis (formerly known as Wegener’s
granulomatosis), as well as for C3G.

In April 2016, we announced the award of an FDA Orphan Products Development grant of $500,000 to
support the clinical development of avacopan for the treatment of patients with AAV in the United States.

Avacopan is in Phase III development for the treatment of patients with AAV in a pivotal trial called
ADVOCATE. We recently also launched a clinical trial to study avacopan for the treatment of patients with C3G and
plan to initiate clinical studies for the treatment of patients with HS in 2018. Meanwhile, we are actively dosing aHUS
patients under compassionate use protocols as we explore appropriate doses and dosing regimen for that indication. All
of these activities are designed to potentially support registration of avacopan in these indications. In May 2016,
pursuant to the Avacopan Agreement, Vifor licensed the rights to commercialize avacopan for orphan renal diseases in
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Europe, certain other markets outside the United States and most of Asia. In February 2017, we entered into the
Avacopan Amendment to expand the Vifor territories to include all markets outside the United States and China. We
retain all rights to commercialize avacopan in the United States and China and also retain control of the clinical
development programs for orphan renal diseases.

AAYV, C3G and aHUS are all orphan autoimmune diseases that are characterized by inflammation that often
affects the kidneys, among other major organs.

ANCA-Associated Vasculitis (AAYV)

AAYV is an orphan, severe, and often fatal autoimmune disease that is caused by autoantibodies called anti-
neutrophil cytoplasmic autoantibodies and is characterized by inflammation that can affect many different organ
systems, and commonly involves the kidneys. AAV affects approximately 40,000 people in the United States,
with approximately 4,000 new cases each year, and more than 75,000 people in Europe, with at least 7,500 new
cases each year.

Limitations of Current Therapies

AAV is currently treated with courses of immuno-suppressants (cyclophosphamide, or CYC, or rituximab,
or RTX) combined with high-dose glucocorticoid (steroid) administration. Following initial treatment, up to 30%
of patients relapse within six to 18 months, and approximately 50% of all patients will relapse within three to five
years.

The current SOC for AAV is associated with significant safety risks. First year mortality is approximately
11% to 18%. The single greatest cause of premature mortality is not disease related adverse events, but rather
infection and other side effects that are thought largely to be a consequence of steroid administration. The
multiple adverse effects of courses of steroid treatment (both initial courses and those that are repeated as a
consequence of relapse) are major causes of both short-term and long-term disease and death. Such therapy-
related adverse events contribute significantly to patient care costs, as well as to the diminution of quality of life
for patients.

Role of C5a and C5aR in AAV

Complement C5a, acting through its receptor C5aR, sometimes called C5aR1 or CD8S8, is thought to play a
pro-inflammatory role in AAV. Autoantibodies against neutrophil enzymes lead to the priming and activation of
neutrophils. Activation of the complement pathway occurs with production of C5a, one of the most potent
pro-inflammatory mediators of the complement system. C5a, through binding to its receptor C5aR, induces
expression of adhesion molecules and chemotactic migration of neutrophils and other white blood cells. These
accumulating adhering neutrophils initiate an inflammatory cascade in the small blood vessels by secreting
pro-inflammatory cytokines and chemoattractants that lead to necrotizing vasculitis.

Importantly, there are two distinct receptors for C5a: the pro-inflammatory C5a receptor known as C5aR,
the target of avacopan, and the anti-inflammatory C5a-like receptor, or C5L2, which plays an important role in
homeostatis. Accordingly, precisely inhibiting C5a at the level of the C5aR receptor is thought to block the
pro-inflammatory effects of C5a, while leaving the protective effects of C5L2 functional. Avacopan does not
bind into C5L2, thereby not interfering with the protective effects of C5L2.

Avacopan — A Novel C5a Receptor Inhibitor

Avacopan is a potent and highly specific inhibitor of C5aR, is orally bioavailable and has demonstrated an
excellent preclinical safety profile, consistent with its intended chronic use in patients. Avacopan does not affect
formation of the C5b-9 terminal complement complex (or MAC), unlike the anti-C5-antibody, eculizumab
(Soliris®). Therefore, avacopan is believed not to increase the susceptibility to infections such as Neisseria
meningitidis.



The efficacy of avacopan was demonstrated in a mouse model of the renal manifestations of AAV, which
closely mimics many of the histological features of the human disease. In these studies, oral doses of avacopan
completely blocked the glomerulonephritis induced by intravenous injection of anti-myeloperoxidase antibodies
(one of the anti-neutrophil cytoplasmic antibodies that are implicated in AAV in humans). Levels of avacopan in
the blood of these mice were comparable to levels in the blood of AAV patients who participated in our Phase II
CLEAR and CLASSIC clinical trials with avacopan.

Clinical Development in AAV
Avacopan Phase I Clinical Trials

We have completed four Phase I clinical trials with avacopan in a total of 102 healthy subjects. These
studies evaluated the safety and tolerability, pharmacokinetic, or PK, and pharmacodynamic, or PD, profiles of
avacopan, given orally at doses ranging from a single dose of 1 mg up to 100 mg given twice daily for five days.
Avacopan was well-tolerated and appeared to be safe in these studies. No serious adverse events or dropouts due
to adverse events were observed in these studies. The most commonly reported adverse events in subjects
receiving avacopan in these studies were headache, diarrhea, dizziness, sore throat, upper respiratory tract
infections and decrease in white blood cells. These adverse events typically were mild and dosing was not
stopped as a result.

Avacopan Phase II Clinical Trials

We have completed and reported positive clinical data from two Phase II clinical trials, known as the
CLEAR and CLASSIC trials, with avacopan in patients with AAV.

CLEAR was a randomized, double-blind, placebo-controlled clinical trial in 67 patients with AAV in
Europe. The aim of this trial was to provide effective therapy for AAV with an inhibitor of the C5a receptor
while reducing toxicity associated with SOC therapy by eliminating or reducing exposure to high-dose systemic
steroid use. The primary safety objective of this clinical trial was to evaluate the safety and tolerability of
avacopan in patients with AAV on background cyclophosphamide, or CYC, or rituximab, or RTX, treatment.
The primary efficacy objective was to evaluate the effect of avacopan based on the Birmingham Vasculitis
Activity Score, or BVAS. BVAS measures AAV disease activity across all organ systems and is the most widely
used and clinically validated outcome measure in AAV clinical trials. The higher the BVAS score, the higher the
level of disease activity. The greater the reduction in BVAS score with treatment, the greater the disease
improvement. The secondary objectives of this clinical trial included assessment of the feasibility of reducing or
eliminating the use of steroids in the treatment of patients with AAV without the need for rescue steroid
measures, assessment of changes in renal function based on estimated glomerular filtration rate, or eGFR,
hematuria, and proteinuria with avacopan compared to SOC treatment, assessment of the effect of avacopan on
health-related quality of life measurements, and evaluation of the PK and PD profiles of avacopan in patients
with AAV.

The CLEAR trial met its primary endpoint based on the BVAS response at week 12 in patients receiving
avacopan, compared to those patients receiving the high-dose steroid-containing SOC. Specifically, all treatment
groups receiving avacopan demonstrated a statistically significant (P=0.002) non-inferior clinical efficacy
outcome when compared to SOC. The study contained two avacopan-treated groups. One group received
avacopan with a low dose of steroids (one third the steroid in the SOC group), in which the BVAS response was
86% at week 12 versus 70% for SOC (P=0.002 for non-inferiority). A separate group received avacopan without
steroids; in this group the BVAS response was 81% (P=0.01 for non-inferiority). SOC treatment included a
standard background immunosuppressant (CYC or RTX) given to all patients. The primary endpoint of BVAS
response was prospectively defined as the proportion of patients with a decrease from baseline of at least 50% in
BVAS plus no worsening in any body system.

Other beneficial changes were noted, including in pre-specified secondary endpoints:

(i) Avacopan exhibited a more rapid onset of improvement than SOC treatment, as evidenced by
beneficial changes in proteinuria (measured as urinary albumin to creatinine ratio, or UACR); also
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rapid beneficial reductions from baseline in BVAS, as well as reductions in the levels of monocyte
chemoattractant protein-1, or MCP-1 (a marker of kidney inflammation), found in the urine;

(i) Improvements in eGFR and hematuria were seen in all three treatment groups, indicating these disease
activities did not require high-dose chronic steroid administration to be controlled; and

(iii) Improvements in “Quality of Life” (as defined by the visual analogue scale of the EuroQOL-5D-5L)
and measurements, such as physical functioning, emotional role functioning, pain and vitality based on
the Medical Outcomes Survey Short Form-36, or Short Form-36 were seen in avacopan treatment
groups, but not in the SOC group.

CLASSIC was a randomized, double-blind, placebo-controlled Phase II clinical trial in patients in the
United States and Canada with either newly diagnosed or relapsing AAV who required either CYC or RTX
treatment. Eligible patients were randomized in a 1:1:1 ratio to receive either placebo plus CYC or RTX plus full
dose starting steroids; 10mg avacopan twice daily plus CYC or RTX plus full dose starting steroids; or 30mg
avacopan twice daily plus CYC or RTX plus full dose starting steroids. The treatment period was 12 weeks, with
a 12-week follow-up period. The aim of the CLASSIC trial was different from the CLEAR trial. The CLASSIC
trial was mainly a regulatory and safety trial. As such, the main goal of CLASSIC was to evaluate the safety of
avacopan when given with high-dose steroid-containing SOC treatment, which also includes CYC or
RTX. Therefore, the primary safety objective of this clinical trial was to evaluate the safety and tolerability of
avacopan in patients with AAV on background CYC or RTX treatment. The primary efficacy objective was to
evaluate the efficacy of avacopan based on BVAS. The study was not sized to formally evaluate efficacy. A total
of 42 patients were enrolled in this trial.

The CLASSIC safety study met its objectives. Avacopan was shown to be well-tolerated in patients with
AAV when added to the current SOC regimen. The incidence of serious adverse events was similar across
treatment groups in the study. While the CLASSIC safety study was not designed or powered for inferential
statistical analyses on efficacy, treatment response for each cohort was assessed at week 12 using the BVAS.
Results showed that the BVAS response was numerically higher in patients receiving avacopan compared to
control. The 30mg avacopan dose appeared to be most effective, based on a higher number of patients achieving
early remission (based on BVAS of 0) at week four. The renal function, measured by eGRF appeared to improve
most in the 30mg avacopan group, and renal response (based on improvement in hematuria, albuminuria, and
eGFR) appeared to be highest in the 30mg avacopan group.

Taken together, these results suggest that avacopan, a target-specific C5aR inhibitor, may provide effective
control of the disease while eliminating chronic steroids in the treatment of AAV. Avacopan also appeared safe
and well-tolerated in the trials. There were no observations that would prevent further clinical development of
avacopan. We also completed the long-term toxicology program with avacopan. The results provide support for
chronic dosing of avacopan in future clinical trials.

We held End-of-Phase II meetings with the FDA and Protocol Assistance/Scientific Advice meetings with
the EMA in 2016. Both the FDA and the EMA concurred with the design and scope of the Phase III registration
clinical trial in AAV.

Avacopan Phase III Clinical Trial

In December 2016, we initiated the ADVOCATE, or Avacopan Development in Vasculitis to Obtain
Corticosteroid elimination and Therapeutic Efficacy, Phase III clinical trial. ADVOCATE is a randomized,
double-blind, placebo-controlled worldwide clinical trial to enroll approximately 300 patients with newly
diagnosed or relapsing AAV at approximately 200 sites in the United States, Canada, Europe, Australia, and New
Zealand. The aim of the trial is to assess the safety and efficacy of avacopan in inducing and sustaining remission
in patients with AAV. The study includes two treatment arms: the test arm contains 30mg twice-daily oral doses
of avacopan and eliminates corticosteroids, and the control arm contains an avacopan-matching placebo and
maintains a standard regimen of high-dose chronic steroids. All patients will also receive a standard background
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immunosuppressant, either CYC or RTX. Primary endpoints will be measured by BVAS, assessing disease
remission at weeks 26 and 52. Other key endpoints include early remission (BVAS of 0 at week 4), quality of
life, and corticosteroid-related toxicities. We expect to complete patient enrollment of the Phase Il ADVOCATE
trial in mid-2018 and believe, if successful, could form the basis of avacopan’s registration for the treatment of
AAYV in Europe and in the United States.

Avacopan Regulatory Matters

In addition to the earlier referenced orphan drug designations granted to avacopan by the FDA and the
EMA, avacopan was also granted access to the EMA’s PRIME initiative, which supports accelerated assessment
of investigational therapies addressing unmet medical need. This was based on the assessment by the EMA that
(i) AAV is a highly severe disease with high mortality; (ii) current standard therapies (including steroids) have
partial efficacy and severe toxicity, indicating a high unmet medical need in AAV; and (iii) avacopan provides a
new mechanism of action for the treatment of AAV and has the potential to significantly address the unmet
medical need based on nonclinical and clinical data.

We filed a CMA application for avacopan in the treatment of patients with AAV with the EMA which was
validated by the EMA in December 2017 and is currently under review by the EMA’s CHMP.

Complement 3 Glomerulopathy (C3G)

C3G disease is an ultra-rare disease of the kidney that is characterized by deposition of the complement
fragment known as C3 in the glomeruli, or filtration units of the kidney, leading to inflammatory cell
accumulation, profound kidney damage and eventual renal failure. The prevalence of C3G is estimated at two to
three per million people or approximately 800 patients in the United States and about 2,000 in Europe.

Role of C5a and C5aR in C3G

While the disease name refers to complement 3, it is well known that the C5a receptor pathway, which is
further downstream of C3 in the complement cascade and the target of avacopan, is an essential part of the
disease causing pathology. Hence, C3 is a marker of complement activation.

Limitations of Current Therapies

There is currently no approved effective standard therapy for C3G. Typically, patients receive one or more
non-specific immunosuppressants. Without treatment, C3G invariably leads to kidney failure, and the current
array of unapproved therapies at best only delays end stage renal disease, or ESRD. Kidney transplant is
frequently the only option, and even after transplantation, the disease invariably returns.

Clinical Development in C3G
Avacopan Phase II Clinical Trial in C3G

We recently launched a registration-supporting clinical trial to study avacopan for the treatment of patients
with C3G. The clinical trial will include approximately 44 patients with C3G, including both C3
Glomerulomephritis, or C3GN, and Dense Deposit Disease. The primary objective is to evaluate the efficacy of
avacopan compared to placebo based on histologic changes in kidney biopsies taken at baseline and after 26
weeks of treatment. The primary endpoint will be based on the percent change from baseline in the C3G
Histologic Index for disease activity.

The secondary objectives of this trial include evaluation of: (i) the safety of avacopan compared to placebo
based on the incidence of adverse events, changes in clinical laboratory measurements, and vital signs;
(i1) changes in laboratory parameters of renal disease including eGFR, proteinuria, and urinary excretion of
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MCP-1 with avacopan compared to placebo; (iii) health-related quality-of-life changes based on Short Form-36
version 2, or SF-36 v2, and EuroQOL-5D-5L, or EQ-5D-5L, with avacopan compared to placebo; and (iv) the
PK profile of avacopan in patients with C3G.

Patients meeting inclusion criteria will start study drug treatment on Day 1. Patients will take avacopan
30mg or matching placebo orally twice daily. The placebo-controlled treatment period is 26 weeks (182 days).
This will be followed by 26 weeks during which time all patients will receive avacopan. Thereafter, all patients
will be followed for eight weeks (56 days) without study drug treatment.

Avacopan “Special Needs” Protocol in the United Kingdom

One patient with treatment refractory C3GN, one of the subtypes of C3G, was treated successfully with
30mg avacopan twice daily for approximately 18 months under a “Special Needs” program in the United
Kingdom. This patient, previous to receiving avacopan, had progressive decline in renal function despite
treatment with immunosuppressants, rituximab, and glucocorticoids, as well as a kidney transplant.

A biopsy of the patient’s kidney that was done before avacopan treatment showed severe inflammation.
After two months on treatment with avacopan, a repeat biopsy showed the inflammation had decreased, and by
six months a biopsy appeared close to normal. Before treatment, the patient’s kidney function was declining
rapidly; during treatment the kidney function stabilized. The patient’s quality of life improved markedly, and he
was able to attend college and participate in social activities.

Based on the results in this and the Phase II study in AAV, we launched our clinical development program
in C3G.

Hidradenitis Suppurativa (HS)

Hidradenitis suppurativa, or HS, is a chronic, inflammatory, debilitating skin disease characterized by
recurrent, painful, nodules and abscesses, ultimately leading to the formation of draining fistulas (also known as
sinus tracts) as well as scarring. The diseases originates from inflammation and occlusion of the hair follicle.
Apart from pain, the nodules may rupture, and often extrude a purulent, foul-smelling discharge leading to
substantial social embarrassment for these patients. Due to its chronic nature and frequently occurring relapses of
the skin lesions, HS has a great impact on the patient’s quality of life, deeply affecting social, working, and
psychological aspects.

In the United States, moderate to severe HS has orphan designation with an estimated prevalence of up to
200,000 patients. In Europe, the number of affected patients is believed to be greater, with higher prevalence.

Role of C5a and C5aR in HS

Neutrophils are believed to play an important disease-promoting role, as well as certain cytokines and
mediators commonly found in autoimmune diseases, such as TNF-alpha, IL-17, IL-1 and others such as C5a. C5a
promotes inflammatory mediators and is a strong activator of neutrophils. HS is a neutrophil-driven skin disease
and C5a has been found activated and significantly elevated in plasma of HS patients, as compared to healthy
controls. In an open label Phase Ila study in 12 patients with moderate and severe HS, a specific intravenous anti-
C5a antibody was shown to improve skin lesion in patients with moderate to severe HS.

With the role of C5a in HS, our C5aR antagonist avacopan could be effective in mediating the disease

course of HS. Avacopan is a small molecule that is conveniently administered as an oral medication and could
present itself as advantageous over intravenous or subcutaneous injections treatments for this condition.
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Limitations of Current Therapies

Depending on the severity of disease, the current standard of care for HS patients includes topical, oral or
intravenous antibiotic treatment, as well as surgery.

Adalimumab, an anti-TNF-alpha monoclonal antibody, is the only drug indicated for the treatment of
patients with moderate to severe HS. Two pivotal adalimumab trials showed that approximately 50% of the
patients who were treated with adalimumab achieved an improvement in their skin lesion, as measured by the
widely accepted HiSCR (Hidradenitis Suppurativa Clinical Response) assessment instrument. There remains a
high unmet medical need, however, as a very large proportion of the patients with moderate to severe HS do not
adequately respond to adalimumab or other therapies used in the standard of care.

Avacopan Clinical Development in HS

Based on the role of C5a in the pathogenesis of HS, we believe that there is significant interest in the
medical-scientific community to develop avacopan for the treatment of patients in HS. We plan to initiate clinical
studies of avacopan in HS by the end of 2018.

Atypical Hemolytic Uremic Syndrome (aHUS)

aHUS is a genetic, chronic, rare disease that is caused by the formation of blood clots within small blood
vessels, or thrombosis, throughout the body. aHUS affects both adults and children and can progressively
damage vital organs, including the kidneys, but also other organs such as the brain, heart, lungs, gastrointestinal
tract, and pancreas. These clots can cause serious medical problems if they restrict or block blood flow.

As a result of clot formation in small blood vessels, people with aHUS experience kidney damage and acute
kidney failure that lead to ESRD in about half of all cases. These life-threatening complications prevent the
kidneys from filtering plasma and eliminating waste products from the body effectively.

Role of C5a and C5aR in aHUS

aHUS often results from a combination of environmental and genetic factors. The genes associated with
aHUS provide instructions for making proteins involved in regulating the complement system. In aHUS, the
regulatory proteins that prevent uncontrolled activation of the complement system are defective due to gene
mutations. The resulting uncontrolled activation of the complement system, including uncontrolled production of
the anaphylatoxin C5a, results in damage to the vasculature and organs such as the kidneys.

The fact that C5a and its receptor C5aR play a role in the pathogenesis of aHUS is supported by studies in
mice. Mice deficient in complement factor H, or CFH, develop proliferative glomerulonephritis, which is
improved in mice where both the CFH and C5aR genes are deleted. Mice lacking C5aR were significantly
protected from functional renal disease as assessed by blood urea nitrogen levels. This is relevant as
loss-of-function CFH mutations are relatively common in humans with aHUS. In addition, C5a can prime
neutrophils and enhance neutrophil activation. C5a, acting on C5aR, is a potent neutrophil chemoattractant and
agonist, which triggers neutrophil aggregation. Further, C5a activates endothelial cells, promoting retraction and
increased permeability.

Avacopan, as a potent and specific inhibitor of C5aR, may therefore be effective in the treatment of patients
with aHUS. Compared to intravenously administered eculizumab, avacopan is a convenient, orally-administered
treatment. Avacopan blocks the effect of C5a without compromising the formation of the C5b-9 MAC, which is
important in fighting Neisseria infections. Since avacopan is a small molecule, manufacturing cost is anticipated
to be lower than protein-based drugs such as eculizumab. As a small molecule, avacopan has a shorter plasma
half-life (terminal half-life is approximately 70 hours) than eculizumab (272 hours, according to eculizumab
prescribing information). Therefore, in the event of an undesirable adverse event requiring discontinuation of
treatment, plasma clearance would be faster with avacopan.

11



Limitations of Current Therapies

Current aHUS treatment has limited efficacy or is very expensive, and as a result, is not a practical option
for many patients with aHUS.

Plasma exchange or infusion has decreased mortality from 50% to 25% in patients with aHUS. In patients
with CFH mutations, leading to de-regulation of complement activation, plasma exchange or infusion resulted in
partial or complete remission in approximately 60% of patients. Plasma exchange with immunosuppressive
therapy such as steroids and azathioprine or mycophenolate mofetil and RTX resulted in long-term dialysis-free
survival in 60% to 70% of patients. Patients may become non-responsive to plasma exchange or infusion. It is
also debatable whether renal transplantation is appropriate for patients with aHUS with ESRD, as the disease
recurs in approximately 50% of patients after transplantation, and graft failure occurs in 80% to 90% with
recurrent disease.

Eculizumab has been approved by the FDA for treatment of patients with aHUS to inhibit complement-
mediated thrombotic microangiopathy. Eculizumab treatment improves the disease activity based on
improvement in platelet count, lactate dehydrogenase, hemoglobin, and serum creatinine levels, and need for
plasma exchange, infusion, or dialysis. Eculizumab is an anti-C5 antibody, designed to block the conversion of
C5 to C5a and C5b. Eculizumab needs to be administered by frequent intravenous infusion, is associated with an
increased risk of Neisseria infections, and currently can cost approximately $500,000 per year in the United
States.

Clinical Development in aHUS

Patients with aHUS have increased activity of the complement system, leading to increased conversion of
complement component C5 to two active components: C5a and C5b. C5a binds to its receptor, C5aR, leading to
pro-inflammatory activation of vascular endothelial cells and neutrophils. Ex vivo studies demonstrate that in the
presence of increased C5a, neutrophils bind to vascular endothelial, followed by accumulation of platelets and
formation of microscopic thrombi (clots) and damage to the vessel. This microscopic thromboangiopathy is
characteristic of aHUS flares, and leads to damage to tissue and organ systems.

Eculizumab, a monoclonal antibody that binds to C5 and prevents conversion of C5 to C5a and C5b,
prevents formation of microscopic thrombi ex vivo, and is effective and indicated for treatment of aHUS. To test
the hypothesis that avacopan should also be tested in aHUS, ex vivo studies were performed at an expert center
by external scientists. Specifically, vascular endothelial cells were exposed to blood from patients with aHUS
and examined for microscopic thrombi. Then the patients with aHUS were treated with avacopan, and the study
was repeated. The results demonstrated that avacopan reduced the number and size of thrombi. The positive
effect of avacopan was similar to that observed with eculizumab, or with soluble C5aR1, which also binds to
C5a.

Based on these encouraging in vitro findings, we performed a Phase II pilot clinical trial with avacopan in
six patients with aHUS who were on dialysis. The primary efficacy objective of the trial was to evaluate whether
treatment with avacopan may reduce thrombosis formation in chronic dialysis patients with aHUS. In 2016, we
reported positive data from five patients from this clinical trial. After 14 days of dosing in aHUS patients, the
mean decrease in thrombus size was 83%, with 100% inhibition in three of these patients. Treatment appeared to
be mechanism specific, as the thrombus size returned to baseline levels when avacopan treatment was stopped.
There was one serious adverse event, not considered related to avacopan use, in a patient with long-standing
cardiovascular and renal disease of cardiac asystole. Two patients in the study had relatively low platelet counts
which appeared to improve on avacopan treatment. We are actively dosing aHUS patients under compassionate
use protocols as we explore appropriate doses and dosing regimen for that indication.
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Avacopan Commercialization Strategy

We plan on building a sales infrastructure in the United States to commercialize our orphan disease drug
candidates, including avacopan. Given that all three orphan indications for which avacopan is being developed
may have significant renal involvement, we expect that our future sales force will focus primarily on
nephrologists. Other physician specialists such as rheumatologists, involved in the diagnosis and treatment of
those diseases would also be targeted by our sales forces. In territories outside of the United States and China,
our partner Vifor would be responsible for the commercialization of avacopan.

In May 2016, we entered into the Avacopan Agreement with Vifor to commercialize avacopan for orphan
renal diseases in Europe and certain other markets. In connection with the Avacopan Agreement, we received a
non-refundable upfront payment of $85.0 million, comprising $60.0 million in cash and $25.0 million in the form
of an equity investment to purchase 3,333,333 shares of our common stock at a price of $7.50 per share. In
February 2017, we and Vifor entered into the Avacopan Amendment to expand the licensed territory to include
all markets outside the United States and China and we received an additional $20.0 million upfront cash
commitment. We retain control of ongoing and future development of avacopan (other than country-specific
development in the licensed territories) and all commercialization rights to avacopan in the United States and
China. Upon achievement of certain regulatory and sales based milestones with avacopan, we will receive
additional payments under this agreement. In addition, we will receive royalties, with rates ranging from the
teens to mid-twenties, on future potential net sales of avacopan by Vifor in the licensed territories. In December
2017, we achieved the first regulatory milestone under the Avacopan Agreement in the amount of $50.0 million,
following the EMA’s validation of the CMA application for avacopan for the treatment of patients with AAV.

Under a prior development and commercialization agreement with Glaxo Group Limited, or GSK, an
affiliate of GlaxoSmithKline, which ended in 2013, we are subject to reverse royalties to GSK of 3% on annual
worldwide net sales of avacopan, not to exceed $50.0 million in total royalties.

CCX140 — Chronic and Orphan Kidney Diseases

Our second drug candidate in the orphan disease space is CCX140, an inhibitor of the chemokine receptor
known as CCR2. CCX140 is an orally-administered small molecule that is a highly potent and selective inhibitor
of the chemokine receptor known as CCR2. CCX140 has an excellent preclinical and clinical profile, including
good safety and tolerability demonstrated in hundreds of patients across seven clinical trials. These clinical
studies include a successfully completed one-year dosing of CCX140 in a Phase II trial in CKD associated with
diabetes. Preclinical data to date suggests CCR2 inhibition involves a unique mechanism of action in the kidney
including a novel element of renal cellular protection at the level of the podocyte leading to rapid improvement in
proteinuria.

Focal Segmental Glomerulosclerosis (FSGS)

FSGS is a histologic lesion that is associated with the clinical presentation, in children or adults, of
proteinuria, nephrotic syndrome and progressive renal insufficiency. Nephrotic syndrome is the combination of
nephrotic-range proteinuria (loss of more than three grams of protein per day into the urine) with a low serum
albumin level and edema. Each kidney is made up of approximately one million tiny filters called “glomeruli.”
Glomeruli filter blood, taking out the water-like part that becomes urine and leaving protein in the blood. When
glomeruli or sections of the glomeruli become damaged or scarred (sclerosis), proteins leak into the urine
(proteinuria). FSGS is understood to start with damage to podocytes, cells that wrap around capillaries of the
glomerulus. Podocytes form part of the barrier that enable the glomerulus to filter the blood in a manner that
retains large molecules such as proteins, while smaller molecules such as water, salts, and sugars are filtered as
the first step in the formation of urine.

FSGS is classified as primary or idiopathic when the cause is not known, and secondary when it occurs in
the setting of recognized genetic mutations or associated disease. The distinction between primary and secondary
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FSGS can be difficult, but it has been estimated that in 80% of the cases the etiology is unknown. Primary or
idiopathic FSGS often presents with the nephrotic syndrome. Secondary FSGS, which most often presents with
non-nephrotic proteinuria and some degree of renal insufficiency, can occur in the setting of genetic
vulnerability, podocyte injury due to toxins or infections, or as an adaptive response to glomerular hypertrophy or
hyper-filtration.

Symptoms or signs of FSGS may not be noticeable early in the course of disease, presenting only when
sufficiently advanced to cause edema, or when physical examination and laboratory assessment reveal
proteinuria, low blood albumin levels, high cholesterol and/or high blood pressure. FSGS is a disease
characterized by progressive glomerular scarring and is life-threatening. In 20% of children and in 40% of adults,
it is the underlying cause of nephrotic syndrome. When accompanied by high levels of proteinuria at the time of
presentation, 50% of patients with FSGS will progress to ESRD within three to eight years. FSGS is causal for
4% of all ESRD cases. Furthermore, after kidney transplantation for primary FSGS, the recurrence rate is 40%.

FSGS is a rare form of CKD that affects approximately 80,000 patients in the United States, with 5,500 to
9,500 new cases each year. FSGS attacks the glomeruli causing scarring which leads to permanent kidney
damage. Progressive FSGS can lead to ESRD, ultimately requiring kidney transplant or renal dialysis and total
health expenditures of hundreds of thousands of dollars each year per patient.

Current Treatment Approaches

There are no approved drugs for the treatment of FSGS. Moreover, current treatment approaches are not
very effective in halting the disease. Usually, treatments for FSGS include renin-angiotensin-aldosterone, or
RAAS, system blockers, corticosteroids, immunosuppressive drugs, diuretics a