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The information in this preliminary prospectus supplement and the accompanying prospectus is not complete and may be changed. This
preliminary prospectus supplement and the accompanying prospectus are not an offer to sell nor do they seek an offer to buy these securities in
any jurisdiction where the offer or sale is not permitted.

Subject to Completion.
Preliminary Prospectus Supplement dated June 23, 2014.
Prospectus Supplement

(To Prospectus dated June 23, 2014)

Shares

$100,000,000

Ordinary Shares

Prothena Corporation plc is offering $100,000,000 of its ordinary shares.

Our ordinary shares are listed on The NASDAQ Global Select Market under the symbol PRTA. On June 20, 2014, the last reported sale price of
our ordinary shares on The NASDAQ Global Select Market was $23.63 per ordinary share.

We are an emerging growth company as that term is defined under the federal securities laws of the United States and, as such, may elect to
comply with certain reduced public company reporting requirements for this prospectus supplement and future filings.

Entities managed by Woodford Investment Management LLP have indicated an interest in purchasing approximately $50 million of our ordinary
shares in this offering at the public offering price. However, because indications of interest are not binding agreements or commitments to
purchase, the underwriters could determine to sell more, fewer or no shares to these entities and these entities could determine to purchase more,
fewer or no shares in this offering. Any ordinary shares sold to these entities will be purchased by the underwriters at the public offering price
without the underwriting discount.

Investing in our ordinary shares involves risks that are described in the _Risk Factors section beginning on page S-6 of this prospectus
supplement.
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Per Share Total
Public offering price $ $
Underwriting discount (1)(2) $ $
Proceeds, before expenses, to Prothena Corporation plc $ $

(1) See Underwriting in this prospectus supplement for a description of the compensation payable to the underwriters.
(2) No underwriting discount will apply to any ordinary shares sold to entities managed by Woodford Investment Management
LLP.
We have granted to the underwriters the right to subscribe for up to an aggregate of $15,000,000 of additional ordinary shares at the public
offering price, less the underwriting discount, for 30 days after the date of this prospectus supplement.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these securities or
determined if this prospectus supplement is truthful or complete. Any representation to the contrary is a criminal offense.

The underwriters expect to deliver the ordinary shares to investors on or about , 2014.

BofA Merrill Lynch Credit Suisse RBC Capital Markets

Wedbush PacGrow Life Sciences Ladenburg Thalmann

The date of this prospectus supplement is ,2014.
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Neither we nor the underwriters have authorized anyone to provide you with information that is different from that contained or incorporated by
reference in this prospectus supplement, the accompanying prospectus or in any free writing prospectus we may authorize to be delivered or
made available to you. We take no responsibility for, and can provide no assurance as to the reliability of, any other information that others may
give you. We and the underwriters are offering to sell ordinary shares and seeking offers to buy ordinary shares only in jurisdictions where offers
and sales are permitted. The information contained or incorporated by reference in this prospectus supplement and the accompanying prospectus
is accurate only as of the date on the front of this prospectus supplement, regardless of the time of delivery of this prospectus supplement or any
sale of our ordinary shares.

This document is in two parts. The first part is this prospectus supplement, which describes the terms of this offering of ordinary shares and also
adds to and updates information contained in the accompanying prospectus and the documents incorporated by reference into this prospectus
supplement and the accompanying prospectus. The second part, the accompanying prospectus dated June 23, 2014, provides more general
information about our ordinary shares. To the extent the information contained in this prospectus supplement differs or varies from the
information contained in the accompanying prospectus or the documents incorporated by reference, you should rely on the information in this
prospectus supplement. Generally, when we refer to the prospectus, we are referring to this prospectus supplement and the accompanying
prospectus combined.

Prothena and our logo are our trademarks and are used in this prospectus supplement and the accompanying prospectus. This prospectus
supplement and the accompanying prospectus also include
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trademarks, tradenames and service marks that are the property of other organizations. Solely for convenience, our trademarks and tradenames
referred to in this prospectus supplement and the accompanying prospectus appear without the symbol, but those references are not intended to

indicate, in any way, that we will not assert, to the fullest extent under applicable law, our rights, or the right of the applicable licensor to these
trademarks and tradenames.

For investors outside the United States: Neither we nor the underwriters have taken any action that would permit this offering or possession or
distribution of this prospectus supplement and the accompanying prospectus in any jurisdiction where action for that purpose is required, other
than in the United States. Persons who have come into possession of this prospectus supplement and the accompanying prospectus in a
jurisdiction outside the United States are required to inform themselves about and to observe any restrictions relating to this offering and the
distribution of this prospectus supplement and the accompanying prospectus.
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PROSPECTUS SUPPLEMENT SUMMARY

The items in the following summary are described in more detail later or incorporated by reference in this prospectus supplement and the
accompanying prospectus. This summary provides an overview of selected information and does not contain all of the information you should
consider before buying our ordinary shares. Therefore, you should read the entire prospectus supplement and the accompanying prospectus
carefully (including the documents incorporated by reference herein), especially the Risk Factors section beginning on page S-6 and our
consolidated financial statements (Which we refer to as our Financial Statements ) and the related notes incorporated by reference in this
prospectus supplement and the accompanying prospectus, before deciding to invest in our ordinary shares. In this prospectus supplement and
the accompanying prospectus, unless the context otherwise requires, references to we, us, our, or Prothena, referto Prothena
Corporation plc.

Overview

We are a clinical stage biotechnology company focused on the discovery, development and commercialization of novel antibodies for the
potential treatment of diseases that involve protein misfolding or cell adhesion. We focus on therapeutic monoclonal antibodies directed
specifically to disease causing proteins. Our antibody-based product candidates target a number of potential indications including AL and AA

forms of amyloidosis (NEODOO1), Parkinson s disease and other related synucleinopathies (PRX002) and novel cell adhesion targets involved in

inflammatory diseases and cancers (PRX003). Our lead programs consist of two clinical development programs and one late stage preclinical
program:

NEODO001 is a monoclonal antibody that specifically targets the amyloid that accumulates in both AL and AA forms of
amyloidosis. NEOD0O1 was granted orphan drug designation for the treatment of AL and AA amyloidosis by the U.S. Food and
Drug Administration, or FDA, in 2012 and for the treatment of AL amyloidosis by the European Medicines Agency, or EMA, in
2013. The ongoing multi-center Phase 1 clinical trial is evaluating the safety, tolerability, pharmacokinetics and immunogenicity
of NEODOO1 in patients with AL amyloidosis and persistent organ dysfunction. The study is designed to define a maximally
tolerated dose and/or recommended dose(s) for Phase 2/3. The study is also evaluating exploratory biomarkers for cardiac, renal
and hepatic function. We anticipate initiating a Phase 2/3 trial of NEODO0O1 in the fourth quarter of 2014.

PRX002 is a monoclonal antibody targeting alpha-synuclein whose efficacy has been tested in various cellular and animal
models of synuclein-related disease. Passive immunization with 9E4, the murine version of PRX002, in multiple transgenic
mouse models of Parkinson s disease reduced the appearance of synuclein pathology, protected synaptic connections and
improved performance by the mice in behavioral testing. PRX002 may slow or reduce the progressive neurodegeneration
associated with synuclein misfolding and/or the cell-to-cell transmission of the pathogenic forms of synuclein. In December
2013, we entered into a License, Development, and Commercialization Agreement, or the License Agreement, with F.
Hoffmann-La Roche Ltd and Hoffmann-La Roche Inc., or collectively, Roche, to develop and commercialize, and in the United
States, co-develop and potentially co-promote, certain anti-alpha-synuclein antibodies, including PRX002, for the treatment of
Parkinson s disease and other related synucleinopathies, which are referred to in this prospectus supplement collectively as

Licensed Products. Under the terms of the License Agreement, upon the satisfaction of certain milestones, we may receive up to

an aggregate of $600 million in upfront and milestone payments, of which we have received upfront and milestone payments
totaling $45.0 million in the first half of 2014. In the United States, we and Roche will share all development and
commercialization costs, as well as profits, on a 70/30 basis (70% Roche
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and 30% Prothena), for PRX002 in the Parkinson s disease indication, as well as any other Licensed Products and/or
indications for which we opt in to co-develop and co-fund. Outside the United States, Roche will have sole
responsibility for developing and commercializing PRX002 and will pay us up to double-digit royalties on net sales. We
initiated a Phase 1 trial of PRX002 in April 2014.

PRX003 is a monoclonal antibody targeting MCAM (melanoma cell adhesion molecule) for the potential treatment of
inflammatory diseases and cancers. We have advanced PRX003 into manufacturing and preclinical safety testing. We anticipate
initiating a Phase 1 trial of PRX003 in 2015.
Our strategy is to identify antibody candidates for clinical development and commercialization by applying our extensive expertise in generating
novel therapeutic antibodies and working with collaborators having expertise in specific animal models of disease.

We are a public limited company formed under the laws of Ireland. On December 20, 2012, we separated from Elan Corporation Limited
(formerly Elan Corporation, plc), or Elan, which subsequently became a wholly owned subsidiary of Perrigo Company plc, or Perrigo. Our
ordinary shares trade on The NASDAQ Global Select Market under the symbol PRTA.

Recent Developments
NEODO001

In April 2014, we announced interim findings from the ongoing Phase 1 clinical trial of NEODO0O1 and presented these interim results at the XIV
International Symposium on Amyloidosis, or ISA, conference in Indianapolis, Indiana.

Of the 18 patients enrolled in the study as of March 11, 2014, ten patients (56%) with cardiac involvement had pre-specified baseline levels of

the N-terminal prohormone of brain natriuretic peptide, or NT-proBNP, that were > 650 pg/mL (required baseline level for evaluation). In the

study, patients with cardiac involvement improve ( response ) or worsen ( progression ) based on pre-defined NT-proBNP criteria. NT-proBNP is a
biomarker for heart failure that is being used on an exploratory basis in this Phase 1 trial as a marker of AL disease progression or response. The
pre-defined NT-proBNP response criteria is a >30% and >300 pg/mL decrease in patients with baseline NT-proBNP >650 pg/mL. The

pre-defined NT-proBNP progression criteria is a >30% and >300 pg/mL increase in patients with baseline NT-proBNP >650 pg/mL. Patients

who are not NT-proBNP responders or progressors are considered to be stable.

Evidence of Cardiac Biomarker Activity

Of the ten patients with NT-proBNP screening values of >650 pg/mL, nine patients had at least one post-baseline NT-proBNP determination as
of the interim cut-off date. Of those nine evaluable patients, eight patients either met the response criteria based on a decrease in NT-proBNP or
were considered stable, and the remaining patient met the progression criteria based on an increase of NT-proBNP. Specifically, five of nine
(56%) patients had NT-proBNP levels that decreased to a level that met pre-defined response criteria, three of nine (33%) patients had stable
NT-proBNP levels, and one of nine (11%) patients had NT-proBNP levels that increased to a level that met pre-defined progression criteria.

S-2
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The interim Phase 1 data demonstrated that NEODOO1 appeared to be generally safe and well-tolerated at the doses studied. The most frequently
reported adverse events (reported by > 10% patients) as of the data cut-off date were: dyspnea (n=4), fatigue (n=3), cough (n=1), diarrhea (n=2),
hyponatremia (n=2), insomnia (n=2), productive cough (n=2) and upper respiratory infection (n=2). No dose limiting toxicities were observed. A
total of four patients had discontinued the trial as of the March 11, 2014 data cut-off: two due to organ progression; one due to hematological
progression; and one due to withdrawal of consent.

Pharmacokinetics and Immunogenicity

The interim pharmacokinetic data suggested a terminal elimination half-life across all dose levels of approximately 12 days and supported the
28-day dosing interval utilized in the study. Immunogenicity, including anti-NEODOO1 response, was not observed in any patient through the
interim cut-off date.

PRX002

In April 2014, we initiated a Phase 1 clinical trial of PRX002. The study is a randomized, double-blind, placebo-controlled, single ascending
dose study in healthy subjects. It is designed to assess PRX002 for safety, tolerability, pharmacokinetics and immunogenicity. As a result of the
initiation of this trial, we received a $15.0 million milestone payment from Roche under the License Agreement, bringing the total amount
received to date under the License Agreement to $45.0 million.

Research and Development Pipeline
Lead Programs

Our research and development pipeline includes three lead therapeutic antibody programs that we intend to advance: NEODOO1 for the potential
treatment of AL and AA amyloidosis; PRX002 for the potential treatment of Parkinson s disease and other related synucleinopathies; and
PRX003 for the potential treatment of inflammatory diseases and cancers.

The following table summarizes the status and anticipated upcoming milestones of our research and development pipeline for our lead programs:

S-3
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Our pipeline also includes several discovery stage programs for which we are testing the efficacy of antibodies in preclinical models of disease.
We are also generating additional novel antibodies against other targets involved in protein misfolding or cell adhesion for characterization in
vivo and in vitro. If promising, we expect that some of these antibodies will advance to preclinical development.

Implications of Being an Emerging Growth Company

We are an emerging growth company, as defined in the Jumpstart Our Business Startups Act of 2012, or the JOBS Act. For further information,
please see Risk Factors For as long as we are an emerging growth company, we will be exempt from certain reporting requirements, including
those relating to accounting standards and disclosure about our executive compensation, that apply to other public companies.

S-4
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Ordinary shares we are offering

Ordinary shares to be outstanding after the offering

Use of proceeds

Risk factors

Symbol on The NASDAQ Global Select Market

THE OFFERING

$100,000,000 of ordinary shares (or $115,000,000 of ordinary shares if the underwriters
exercise in full their option to subscribe for additional shares).

ordinary shares (or ordinary shares if the underwriters exercise in full
their option to subscribe for additional shares).

We currently intend to use the net proceeds from this offering for the continued research
and development of our product candidates, including clinical trials for PRX003 and drug
discovery activities, preclinical and clinical trials for potential product candidates
targeting misfolded proteins for potentially multiple indications. Net proceeds not used
for the development of these product candidates may be used for working capital and
other general corporate purposes. Our management will have broad discretion over the
use of the net proceeds from this offering. See Use of Proceeds on page S-36 of this
Prospectus Supplement.

See Risk Factors beginning on page S-6 and other information included in this prospectus
supplement and the accompanying prospectus for a discussion of factors that you should
consider carefully before deciding to invest in our ordinary shares.

PRTA

Entities managed by Woodford Investment Management LLP have indicated an interest in purchasing approximately $50 million of our ordinary
shares in this offering at the public offering price. However, because indications of interest are not binding agreements or commitments to
purchase, the underwriters could determine to sell more, fewer or no shares to these entities and these entities could determine to purchase more,
fewer or no shares in this offering. Any ordinary shares sold to these entities will be purchased by the underwriters at the public offering price

without the underwriting discount.

The number of ordinary shares to be outstanding after this offering is based on 21,904,780 ordinary shares outstanding as of March 31, 2014,

and excludes the following:

2,433,981 ordinary shares issuable upon the exercise of outstanding options as of March 31, 2014 having a weighted-average
exercise price of approximately $12.19 per share; and

167,500 ordinary shares reserved for issuance pursuant to future awards under our 2012 Long Term Incentive Plan as of
March 31, 2014 (plus an additional 2,900,000 ordinary shares reserved for issuance pursuant to future awards under our
Amended and Restated 2012 Long Term Incentive Plan, as approved by our shareholders on May 21, 2014).

Unless otherwise indicated, all information in this prospectus supplement assumes:

no exercise of options outstanding as of March 31, 2014; and
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RISK FACTORS

Investing in our ordinary shares involves a high degree of risk. You should carefully consider the risks described below, as well as the other
information included in and incorporated by reference in this prospectus supplement and the accompanying prospectus, including our Financial
Statements and the related notes and Management s Discussion and Analysis of Financial Condition and Results of Operations, included in
our periodic reports filed with the Securities and Exchange Commission and incorporated by reference into this prospectus supplement and the
accompanying prospectus, before deciding whether to invest in our ordinary shares. The occurrence of any of the events or developments
described below could harm our business, financial condition, results of operations and growth prospects. In such an event, the market price of
our ordinary shares could decline, and you may lose all or part of your investment. Additional risks and uncertainties not presently known to us
or that we currently deem immaterial also may impair our business operations.

Risks Relating to Our Financial Position, Our Need for Additional Capital and Our Business
We anticipate that we will incur losses for the foreseeable future and we may never sustain profitability.

We may not generate the cash that is necessary to finance our operations in the foreseeable future. We incurred net losses of $41.0 million, $41.4
million and $29.7 million for the years ended December 31, 2013, 2012 and 2011, respectively. Although we achieved net income of $17.9
million in the first quarter of 2014, primarily as a result of the $30.0 million upfront milestone payment under the License Agreement, we expect
to incur substantial losses for the foreseeable future as we:

conduct our Phase 1 clinical trials for NEODOO1 and PRX002 and initiate additional clinical trials, if supported by the results of
these Phase 1 trials;

develop and commercialize our product candidates, including NEODO0O1, PRX002 and PRX003 and any other antibodies
targeting alpha-synuclein pursuant to our License Agreement with Roche;

complete preclinical development of other product candidates and initiate clinical trials, if supported by positive preclinical data;
and

pursue our early stage research and seek to identify additional drug candidates and potentially acquire rights from third parties to
drug candidates through licenses, acquisitions or other means.
We must generate significant revenue to achieve and maintain profitability. Even if we succeed in discovering, developing and commercializing
one or more drug candidates, we may not be able to generate sufficient revenue and we may never be able to sustain profitability.

We will require additional capital to fund our operations, and if we are unable to obtain such capital, we will be unable to successfully
develop and commercialize drug candidates.

As of March 31, 2014, we had cash and cash equivalents of $195.1 million. In addition, we received a $15.0 million clinical milestone payment
from Roche in May 2014. Although we believe, based on our current business plans, that our existing cash and cash equivalents will be
sufficient to meet our obligations for at least the next twelve months, we anticipate that we will require additional capital in the future in order to
continue the research and development of our drug candidates. Our future capital requirements will depend on many factors that are currently
unknown to us, including, without limitation:

the timing of initiation, progress, results and costs of our clinical trials, including our Phase 1 clinical trials for NEODOO1 and
PRXO002, and our development and commercialization activities, including our portion of similar costs relating to PRX002 in the
United States pursuant to our License Agreement with Roche;
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the results of our research and preclinical studies;

the costs of clinical manufacturing and of establishing commercial manufacturing arrangements;

the costs of preparing, filing, and prosecuting patent applications and maintaining, enforcing, and defending intellectual
property-related claims;

our ability to establish research collaborations, strategic collaborations, licensing or other arrangements;

the costs to satisfy our obligations under potential future collaborations; and

the timing, receipt, and amount of revenues or royalties, if any, from any approved drug candidates.
We have based our expectations relating to liquidity and capital resources on assumptions that may prove to be wrong, and we could use our
available capital resources sooner than we currently expect. Because of the numerous risks and uncertainties associated with the development
and commercialization of our product candidates, we are unable to estimate the amounts of increased capital outlays and operating expenses
associated with completing the development of our current product candidates.

We are not able to provide specific estimates of the timelines or total costs to complete the ongoing Phase 1 clinical trial for NEODOO1 or
PRX002. Under the License Agreement with Roche, we are responsible for 30% of all development and commercialization costs for PRX002

for the treatment of Parkinson s disease in the United States, and for any future Licensed Products and/or indications that we opt to co-develop in
the United States, in each case unless we elect to opt out of profit and loss sharing. Our right to co-develop PRX002 and other Licensed Products
under the License Agreement will terminate if we commence certain studies for a competitive product that treats Parkinson s disease or other
indications that we opted to co-develop. In addition, our right to co-promote PRX002 and other Licensed Products will terminate if we
commence a Phase 3 study for a competitive product that treats Parkinson s disease.

In the pharmaceutical industry, the research and development process is lengthy and involves a high degree of risk and uncertainty. This process
is conducted in various stages and, during each stage, there is a substantial risk that product candidates in our research and development pipeline
will experience difficulties, delays or failures. This makes it difficult to estimate the total costs to complete our ongoing clinical trials and to
estimate anticipated completion dates with any degree of accuracy, which raises concerns that attempts to quantify costs and provide estimates
of timing may be misleading by implying a greater degree of certainty than actually exists.

In order to develop and obtain regulatory approval for our product candidates we will need to raise substantial additional funds. We expect to
raise any such additional funds through public or private equity or debt financings, collaborative agreements with corporate partners or other
arrangements. We cannot assure you that additional funds will be available when we need them on terms that are acceptable to us, or at all.
General market conditions may make it very difficult for us to seek financing from the capital markets. If we raise additional funds by issuing
equity securities, substantial dilution to existing shareholders would result. If we raise additional funds by incurring debt financing, the terms of
the debt may involve significant cash payment obligations as well as covenants and specific financial ratios that may restrict our ability to
operate our business. We may be required to relinquish rights to our technologies or drug candidates or grant licenses on terms that are not
favorable to us in order to raise additional funds through strategic alliances, joint ventures or licensing arrangements.

If adequate funds are not available on a timely basis, we may be required to:

terminate or delay clinical trials or other development for one or more of our drug candidates;
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delay arrangements for activities that may be necessary to commercialize our drug candidates;

curtail or eliminate our drug research and development programs that are designed to identify new drug candidates; or

cease operations.
In addition, if we do not meet our payment obligations to third parties as they come due, we may be subject to litigation claims. Even if we are
successful in defending against these claims, litigation could result in substantial costs and distract management, and may have unfavorable
results that could further adversely impact our financial condition.

Our historical financial information is not necessarily representative of the results we would have achieved as a separate, publicly traded
company and may not be a reliable indicator of our future results.

Our financial results previously were included within the consolidated results of Elan; however, we were not directly subject to the reporting and
other requirements of the Exchange Act until our separation from Elan on December 20, 2012, which we refer to in this prospectus supplement
as the Separation and Distribution. The historical financial information we have included or incorporated by reference in this report may not
reflect what our results of operations, financial position and cash flows would have been had we been an independent, publicly traded company
during the periods presented or what our results of operations, financial position and cash flows will be in the future. This is primarily because:

our historical financial information reflects allocations for services historically provided to us by Elan, which allocations may
not reflect the costs we will incur for similar services in the future as an independent company;

subsequent to the completion of the Separation and Distribution, the cost of capital for our business may be higher than Elan s
cost of capital prior to the Separation and Distribution because Elan s current cost of debt will likely be lower than ours; and

our historical financial information does not reflect changes that we have incurred as a result of the separation of the Prothena

Business from Elan, including changes in the cost structure, personnel needs, financing and operations of the contributed

business as a result of the separation from Elan and from reduced economies of scale.
We are also responsible for the additional costs associated with being an independent, public company, including costs related to corporate
governance and compliance with the rules of The NASDAQ Stock Market, or NASDAQ, and the SEC. In addition, we incur costs and expenses,
including professional fees, to comply with Irish corporate and tax laws and financial reporting requirements and costs and expenses incurred in
connection with holding the meetings of our board of directors, or our Board, in Ireland. Prior to the Separation and Distribution, the Prothena
Business was operated by Elan as part of its broader corporate organization, rather than as an independent company. Elan or one of its affiliates
performed various corporate functions for us, including, but not limited to, legal, treasury, accounting, auditing, risk management, information
technology, human resources, corporate affairs, tax administration, certain governance functions and external reporting. Our historical financial
results include allocations of corporate expenses from Elan for these and similar functions. These allocations of cash and non-cash expenses are
less than the comparable expenses we have incurred thus far as a separate publicly traded company. Therefore, our consolidated Financial
Statements may not be indicative of our future performance as an independent company. For additional information about our past financial
performance and the basis of presentation of our consolidated Financial Statements, please see Selected Financial Data and Management s
Discussion and Analysis of Financial Condition and Results of Operations and our consolidated Financial Statements and the notes thereto
included in the periodic reports filed with the SEC that are incorporated by reference into this prospectus supplement.
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Our future success depends on our ability to retain key personnel and to attract, retain and motivate qualified personnel.

We are highly dependent on key personnel, including Dr. Dale Schenk, our President and Chief Executive Officer. There can be no assurance
that we will be able to retain Dr. Schenk or any of our key personnel. The loss of the services of Dr. Schenk or any other person on which we
become highly dependent might impede the achievement of our research and development objectives. Recruiting and retaining qualified
scientific personnel will also be critical to our success. We may not be able to attract and retain these personnel on acceptable terms given the
competition among numerous pharmaceutical and biotechnology companies for similar personnel. We also experience competition for the hiring
of scientific personnel from universities and research institutions.

Our collaborators, prospective collaborators and suppliers may need assurances that our financial resources and stability on a stand-alone
basis are sufficient to satisfy their requirements for doing or continuing to do business with us.

Some of our collaborators, prospective collaborators and suppliers may need assurances that our financial resources and stability on a
stand-alone basis are sufficient to satisfy their requirements for doing or continuing to do business with us. If our collaborators, prospective
collaborators or suppliers are not satisfied with our financial resources and stability, it could have a material adverse effect on our ability to
develop our drug candidates, enter into licenses or other agreements and on our business, financial condition or results of operations.

The agreements we have entered into with Elan involve conflicts of interest and therefore may have materially disadvantageous terms to us.

We have entered into certain agreements with Elan in connection with the Separation and Distribution, which set forth the main terms of the
separation and provide a framework for our initial relationship with Elan. These agreements may have terms that are materially disadvantageous
to us or are otherwise not as favorable as those that might be negotiated between unaffiliated third parties. In December 2013, Elan was acquired
by Perrigo and in February 2014, Perrigo caused Elan to sell all of its shares of Prothena in an underwritten offering. As a result of the
acquisition of Elan by Perrigo and the subsequent sale of all of its shares of Prothena, Perrigo/Elan may be less willing to collaborate with us in
connection with the agreements to which we and Elan are a party and other matters.

Risks Related to the Discovery, Development and Regulatory Approval of Drug Candidates

Our success is largely dependent on the success of our research and development programs, which are at an early stage. Our drug
candidates are still in early stages of development and we may not be able to successfully discover, develop, obtain regulatory approval for or
commercialize any drug candidates.

The success of our business depends substantially upon our ability to discover, develop, obtain regulatory approval for and commercialize our
drug candidates successfully. Our research and development programs are prone to the significant and likely risks of failure inherent in drug
development. We intend to continue to invest most of our time and financial resources in our research and development programs. Although we
have initiated Phase 1 clinical trials for each of NEOD0O1 and PRX002, there is no assurance that these clinical trials will support further
development of these drug candidates. In addition, we currently do not, and may never, have any other drug candidates in clinical trials and we
have not identified drug candidates for many of our research programs.

Before obtaining regulatory approvals for the commercial sale of any drug candidate for a target indication, we must demonstrate with
substantial evidence gathered in adequate and well-controlled clinical

S-9

Table of Contents 15



Edgar Filing: Prothena Corp plc - Form 424B5

Table of Conten

trials, and, with respect to approval in the United States, to the satisfaction of the FDA or, with respect to approval in other countries, similar
regulatory authorities in those countries, that the drug candidate is safe and effective for use for that target indication. Satisfaction of these and
other regulatory requirements is costly, time consuming, uncertain, and subject to unanticipated delays. Despite our efforts, our drug candidates
may not:

offer improvement over existing, comparable products;

be proven safe and effective in clinical trials; or

meet applicable regulatory standards.
Positive results in preclinical studies of a drug candidate may not be predictive of similar results in humans during clinical trials, and promising
results from early clinical trials of a drug candidate may not be replicated in later clinical trials. Interim results of a clinical trial do not
necessarily predict final results. A number of companies in the pharmaceutical and biotechnology industries have suffered significant setbacks in
late-stage clinical trials even after achieving promising results in early-stage development. Accordingly, the results from completed preclinical
studies and clinical trials for our drug candidates may not be predictive of the results we may obtain in later stage trials or studies. Our
preclinical studies or clinical trials may produce negative or inconclusive results, and we may decide, or regulators may require us, to conduct
additional preclinical studies or clinical trials, or to discontinue clinical trials altogether.

Furthermore, we have not marketed, distributed or sold any products. Our success will, in addition to the factors discussed above, depend on the
successful commercialization of our drug candidates, which may require:

obtaining and maintaining commercial manufacturing arrangements with third-party manufacturers;

collaborating with pharmaceutical companies or contract sales organizations to market and sell any approved drug; or

acceptance of any approved drug in the medical community and by patients and third-party payors.
Many of these factors are beyond our control. We do not expect any of our drug candidates to be commercially available for several years and
some or all may never become commercially available. Accordingly, we may never generate revenues through the sale of products.

If clinical trials of our drug candidates are prolonged, delayed, suspended or terminated, we may be unable to commercialize our drug
candidates on a timely basis, which would require us to incur additional costs and delay our receipt of any revenue from potential product
sales.

We cannot predict whether we will encounter problems with our Phase 1 clinical trials for NEODOO1 or PRX002, or any future clinical trials
that will cause us or any regulatory authority to delay or suspend those clinical trials or delay the analysis of data derived from them. A number
of events, including any of the following, could delay the completion of our planned clinical trials and negatively impact our ability to obtain
regulatory approval for, and to market and sell, a particular drug candidate:

conditions imposed on us by the FDA or any foreign regulatory authority regarding the scope or design of our clinical trials;

delays in obtaining, or our inability to obtain, required approvals from institutional review boards, or IRBs, or other reviewing
entities at clinical sites selected for participation in our clinical trials;
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delays in obtaining regulatory agency agreement for the conduct of our clinical trials;

lower than anticipated enrollment and retention rate of subjects in clinical trials for a variety of reasons, including size
of patient population, nature of trial protocol, the availability of approved effective treatments for the relevant disease
and competition from other clinical trial programs for similar indications;

serious and unexpected drug-related side effects experienced by patients in clinical trials; or

failure of our third-party contractors to meet their contractual obligations to us in a timely manner.
Clinical trials may also be delayed or terminated as a result of ambiguous or negative interim results. In addition, a clinical trial may be
suspended or terminated by us, the FDA, the IRBs at the sites where the IRBs are overseeing a trial, or a data safety monitoring board, or
DSMB, overseeing the clinical trial at issue, or other regulatory authorities due to a number of factors, including:

failure to conduct the clinical trial in accordance with regulatory requirements or our clinical protocols;

inspection of the clinical trial operations or trial sites by the FDA or other regulatory authorities resulting in the imposition of a
clinical hold;

varying interpretation of data by the FDA or other regulatory authorities;

requirement by the FDA or other regulatory authorities to perform additional studies;

failure to achieve primary or secondary endpoints or other failure to demonstrate efficacy;

unforeseen safety issues; or

lack of adequate funding to continue the clinical trial.
Additionally, changes in regulatory requirements and guidance may occur and we may need to amend clinical trial protocols to reflect these
changes. Amendments may require us to resubmit our clinical trial protocols to regulatory authorities and IRBs for reexamination, which may
impact the cost, timing or successful completion of a clinical trial.

We do not know whether our clinical trials will be conducted as planned, will need to be restructured or will be completed on schedule, if at all.
Delays in our clinical trials will result in increased development costs for our drug candidates. In addition, if we experience delays in the
completion of, or if we terminate, any of our clinical trials, the commercial prospects for our drug candidates may be harmed and our ability to
generate product revenues will be jeopardized. Furthermore, many of the factors that cause, or lead to, a delay in the commencement or
completion of clinical trials may also ultimately lead to the denial of regulatory approval of a drug candidate.

The regulatory approval processes of the FDA and comparable foreign authorities are lengthy, time consuming and inherently
unpredictable, and if we are ultimately unable to obtain regulatory approval for our drug candidates, our business will be substantially
harmed.
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following the commencement of clinical trials and depends upon numerous factors, including the substantial discretion of the regulatory
authorities. In addition, approval policies,
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regulations, or the type and amount of clinical data necessary to gain approval may change during the course of a drug candidate s clinical
development and may vary among jurisdictions. We have not obtained regulatory approval for any drug candidate and it is possible that none of
our existing drug candidates or any drug candidates we may seek to develop in the future will ever obtain regulatory approval.

Our drug candidates could fail to receive regulatory approval for many reasons, including the following:

the FDA or comparable foreign regulatory authorities may disagree with the design or implementation of our clinical trials;

we may be unable to demonstrate to the satisfaction of the FDA or comparable foreign regulatory authorities that a drug
candidate is safe and effective for its proposed indication;

the results of clinical trials may not meet the level of statistical significance required by the FDA or comparable foreign
regulatory authorities for approval;

we may be unable to demonstrate that a drug candidate s clinical and other benefits outweigh its safety risks;

the FDA or comparable foreign regulatory authorities may disagree with our interpretation of data from preclinical studies or
clinical trials;

the data collected from clinical trials of our drug candidates may not be sufficient to support the submission of a Biologics
License Application, or BLA, or other submission or to obtain regulatory approval in the United States or elsewhere;

the FDA or comparable foreign regulatory authorities may fail to approve the manufacturing processes or facilities of third-party
manufacturers with which we contract for clinical and commercial supplies; or

the approval policies or regulations of the FDA or comparable foreign regulatory authorities may significantly change in a

manner rendering our clinical data insufficient for approval.
This lengthy approval process as well as the unpredictability of future clinical trial results may result in our failing to obtain regulatory approval
to market our drug candidates, which would significantly harm our business, results of operations and prospects. In addition, even if we were to
obtain approval, regulatory authorities may approve any of our drug candidates for fewer or more limited indications than we request, may not
approve the price we intend to charge for our products, may grant approval contingent on the performance of costly post-marketing clinical
trials, or may approve a drug candidate with a label that does not include the labeling claims necessary or desirable for the successful
commercialization of that drug candidate. Any of the foregoing scenarios could materially harm the commercial prospects for our drug
candidates.

We rely on obtaining and maintaining orphan drug exclusivity for NEODO0O01, if approved, but cannot ensure that we will enjoy market
exclusivity in a particular market.

NEODO0O1 has been granted orphan drug designation by the FDA for the treatment of AL and AA amyloidosis and by the European Medicines
Agency, or EMA, for the treatment of AL amyloidosis. Under the Orphan Drug Act, the FDA may designate a product as an orphan drug if it is
intended to treat a rare disease or condition, defined as a disease or condition that affects a patient population of fewer than 200,000 in the
United States, or a patient population greater than 200,000 in the United States where there is no reasonable expectation that the cost of
developing the drug will be recovered from sales in the United States. In the European Union, the EMA s Committee for Orphan Medicinal
Products, or COMP, grants orphan drug designation to promote the
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development of products that are intended for the diagnosis, prevention, or treatment of a life-threatening or chronically debilitating condition
affecting not more than five in 10,000 persons in the European Union. Additionally, designation is granted for products intended for the
diagnosis, prevention, or treatment of a life-threatening, seriously debilitating or serious and chronic condition when, without incentives, it is
unlikely that sales of the drug in the European Union would be sufficient to justify the necessary investment in developing the drug or biological
product or where there is no satisfactory method of diagnosis, prevention, or treatment, or, if such a method exists, the medicine must be of
significant benefit to those affected by the condition.

In the United States, orphan drug designation entitles a party to financial incentives such as opportunities for grant funding towards clinical trial
costs, tax advantages, and user-fee waivers. In addition, if a product receives the first FDA approval for the indication for which it has orphan
designation, the product is entitled to orphan drug exclusivity, which means the FDA may not approve any other application to market the same
drug for the same indication for a period of seven years, except in limited circumstances, such as a showing of clinical superiority over the
product with orphan exclusivity or where the manufacturer is unable to assure sufficient product quantity. In the European Union, orphan drug
designation entitles a party to financial incentives such as reduction of fees or fee waivers and ten years of market exclusivity following drug or
biological product approval. This period may be reduced to six years if the orphan drug designation criteria are no longer met, including where it
is shown that the product is sufficiently profitable not to justify maintenance of market exclusivity.

Even though we have obtained orphan drug designation for NEODOO1 in the United States and Europe, we may not be the first to obtain
marketing approval for any particular orphan indication due to the uncertainties associated with developing pharmaceutical products. Further,
even if we obtain orphan drug designation for a product, that exclusivity may not effectively protect the product from competition from different
drugs with different active moieties which may be approved for the same condition. Orphan drug designation neither shortens the development
time or regulatory review time of a drug nor gives the drug any advantage in the regulatory review or approval process. Even if one of our drug
candidates receives orphan exclusivity, the FDA may still approve other drugs that have a different active ingredient for use in treating the same
indication or disease, or may approve an application to market the same drug for the same indication that shows clinical superiority over our
product. Furthermore, the FDA may waive orphan exclusivity if we are unable to manufacture sufficient supply of our product.

Even if our drug candidates receive regulatory approval in the United States, we may never receive approval or commercialize our products
outside of the United States.

In order to market any products outside of the United States, we must establish and comply with numerous and varying regulatory requirements
of other countries regarding safety and efficacy. Approval procedures vary among countries and can involve additional product testing and
additional administrative review periods. The time required to obtain approval in other countries might differ from that required to obtain FDA
approval. The regulatory approval process in other countries may include all of the risks detailed above regarding FDA approval in the United
States as well as other risks. Regulatory approval in one country does not ensure regulatory approval in another, but a failure or delay in
obtaining regulatory approval in one country may have a negative effect on the regulatory process in others. Failure to obtain regulatory
approval in other countries or any delay or setback in obtaining such approval would impair our ability to develop foreign markets for our drug
candidates.

Both before and after marketing approval, our drug candidates are subject to ongoing regulatory requirements and continued regulatory
review, and if we fail to comply with these continuing requirements, we could be subject to a variety of sanctions and the sale of any
approved products could be suspended.

Both before and after regulatory approval to market a particular drug candidate, the manufacturing, labeling, packaging, adverse event reporting,
storage, advertising, promotion, distribution and record keeping
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related to the product are subject to extensive, ongoing regulatory requirements. These requirements include submissions of safety and other
post-marketing information and reports, registration, as well as continued compliance with current good manufacturing practice, or cGMP,
requirements and current good clinical practice, or cGCP, requirements for any clinical trials that we conduct post-approval. Any regulatory
approvals that we receive for our drug candidates may also be subject to limitations on the approved indicated uses for which the product may be
marketed or to the conditions of approval, or contain requirements for potentially costly post-marketing testing, including Phase IV clinical
trials, and surveillance to monitor the safety and efficacy of the drug candidate. Later discovery of previously unknown problems with a product,
including adverse events of unanticipated severity or frequency, or with our third-party manufacturers or manufacturing processes, or failure to
comply with the regulatory requirements of the FDA and other applicable U.S. and foreign regulatory authorities could subject us to
administrative or judicially imposed sanctions, including:

restrictions on the marketing of our products or their manufacturing processes;

warning letters;

civil or criminal penalties;

fines;

injunctions;

product seizures or detentions;

import or export bans;

voluntary or mandatory product recalls and related publicity requirements;

suspension or withdrawal of regulatory approvals;
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