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Cautionary Statement Regarding Forward-Looking Statements

This communication contains forward-looking statements within the meaning of Section 21E of the Securities Exchange Act of 1934 and the Private Securities Litigation Reform Act

of 1995, including with respect to the ability of the Company to consummate the proposed redomicile transaction (the “Triangular Merger”) and the anticipated effective time; the

anticipated date for the delisting of the Company’s shares of common stock; the ability of the Japan Holding Company to obtain approval for listing on the Tokyo Stock Exchange;

the ability to realize the expected benefits of the Triangular Merger; the ability of the Company and the Japan Holding Company to meet the conditions to closing of the Triangular

Merger; the Company’s strategic plan and execution thereof; expectations regarding corporate development activities and the ultimate success of the enterprise; the Company’s

development plans and ability to successfully commercialize its product candidates; the timing of and results from the Company’s and its collaborators’ ongoing clinical trials and

pre-clinical development activities; the potential efficacy, future development plans and commercial potential of the Company’s and its collaborators’ product candidates, the

progress and potential of ongoing development programs and the Company’s anticipated financial and operating results. Such forward-looking statements typically can be identified

by the use of words such as “expect,” “estimate,” “anticipate,” “forecast,” “intend,” “project,” “target,” “plan,” “believe” and similar terms and expressions. Forward-looking

statements are based on current expectations and assumptions. Although the Company believes that its expectations and assumptions are reasonable, it can give no assurance

that these expectations and assumptions will prove to have been correct, and actual results may vary materially. For example, (1) the Company may abandon the Triangular

Merger; (2) conditions to the closing of the Triangular Merger may not be satisfied or may not be satisfied prior to the anticipated effective date on December 1, 2016; (3) problems

may arise in connection with the relocation of the Company’s headquarters to Japan, which may result in less effective or efficient operations; (4) the Triangular Merger may involve

unexpected costs, unexpected liabilities or unexpected delays; (5) the Company’s business may suffer as a result of uncertainty surrounding the Triangular Merger; (6) the

Company may not realize the anticipated benefits of the Triangular Merger; (7) the Triangular Merger may negatively impact the Company’s relationships, including with employees,

suppliers, collaborators, competitors and investors; (8) the Triangular Merger may result in negative publicity affecting the Company’s business and the price of the Company’s

common stock; (9) the Triangular Merger may have negative tax consequences to the Company and holders of the Company’s common stock; (10) the Company may be adversely

affected by other economic, business, and/or competitive factors; (11) the Company’s investigational product candidates may not demonstrate the expected safety and efficacy;

(12) the Company’s pre-clinical development efforts may not yield additional product candidates; (13) any of the Company’s or its collaborators' product candidates may fail in

development, may not receive required regulatory approvals, or may be delayed to a point where they are not commercially viable; and (14) new developments in the intensely

competitive ophthalmic documents filed by the Company from time to time with the SEC, as well as the risks and uncertainties described in the “Risk Factors” section of the

Registration Statement on Form S-4 (File No. 333-210469) (the “Form S-4”) filed by Acucela Japan KK with the SEC on March 30, 2016, as amended on August 12, 2016, in

connection with the Triangular Merger. All forward-looking statements included in this document are based upon information available to the Company on the date hereof, and the

Company does not assume any obligation to update or revise any such forward-looking statements.

Although we believe that the expectations reflected in the forward-looking statements are reasonable, we cannot guarantee that the future results, performance or events and

circumstances reflected in those statements will be achieved or will occur, and actual results could differ materially from those anticipated or implied in the forward-looking

statements. Except as required by law, we do not undertake any obligation to publicly update or revise any forward-looking statement, whether as a result of new information, future

developments or otherwise. You should read the documents we have filed with the SEC for more complete information about the Company. These documents are available on both

the EDGAR section of the SEC’s website at www.sec.gov and the Investor Relations section of the Company’s website at ir.acucela.com.
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Additional Information and Where to Find it

This communication does not constitute an offer to sell or the solicitation of an offer to buy any securities, or a solicitation of any vote or approval, nor shall there be any sale of

securities in any jurisdiction in which such offer, solicitation or sale would be unlawful prior to registration or qualification under the securities laws of any such jurisdiction. Acucela

Japan KK filed the Form S-4 with the SEC on March 30, 2016, as amended on August 12, 2016, that includes a preliminary prospectus of Acucela Japan KK and a preliminary proxy

statement of the Company, and each of Acucela Japan KK and the Company also plans to file other relevant documents with the SEC regarding the Triangular Merger. The SEC

declared the S-4 effective on August 17, 2016 and the definitive proxy statement/prospectus was first mailed to the shareholders of the Company on September 15, 2016.

INVESTORS AND SECURITY HOLDERS OF ACUCELA INC. ARE URGED TO READ THE PROXY STATEMENT/PROSPECTUS (INCLUDING ALL AMENDMENTS AND

SUPPLEMENTS THERETO) CAREFULLY AS WELL AS ANY OTHER RELEVANT DOCUMENTS THAT WILL BE FILED WITH THE SEC WHEN THEY BECOME AVAILABLE,

BECAUSE THEY WILL CONTAIN IMPORTANT INFORMATION ABOUT ACUCELA JAPAN KK, ACUCELA INC. AND THE TRIANGULAR MERGER. Investors and security holders

may obtain a free copy of the proxy statement/prospectus and other relevant documents (when available) filed and to be filed with the SEC from the SEC’s web site at www.sec.gov

or at the Company’s web site at ir.acucela.com. Investors and security holders may also read and copy any reports, statements and other information filed by Acucela Inc. or

Acucela Japan KK, with the SEC, at the SEC public reference room at 100 F Street, N.E., Washington, D.C. 20549. Please call the SEC at 1-800-SEC-0330 or visit the SEC’s

website for further information on its public reference room. Investors and security holders may also obtain, without charge, a copy of the proxy statement/prospectus and other

relevant documents (when available) by directing a request by mail or telephone to Investor Relations, Acucela Inc., 1301 Second Avenue, Suite 4200, Seattle, WA 98101,

telephone (206) 805-8300.

Participants in the Merger Solicitation

Acucela Inc. and its directors and executive officers may be deemed to be participants in the solicitation of proxies from the Company’s shareholders in connection with the

proposed Triangular Merger. Information about these persons is set forth in the Company’s Annual Report on Form 10-K filed by the Company with the SEC on March 11, 2016, and

is included in the Form S-4 and in any documents subsequently filed by its directors and officers under the Securities Exchange Act of 1934, as amended. These documents can be

obtained free of charge from the sources indicated above. Investors and security holders may obtain additional information regarding the interests of such persons, which may be

different from those of the Company’s shareholders generally, by reading the proxy statement/prospectus and other relevant documents regarding the proposed inversion to be filed

with the SEC when they become available.

“Acucela,” the Acucela logo and “Kubota” are among the registered trademarks or trademarks of Acucela Inc. in various jurisdictions.



Results for the Annual Meeting of Shareholders



Results for the Annual Meeting of 

Shareholders

1. Proposal 1: Approval of the Merger Agreement - approved

− To adopt the merger agreement in relation to the redomicile transaction that will establish a holding 

company (Kubota Pharmaceutical Holdings Co., Ltd.) organized under the laws of Japan, which will 

become the publicly-traded corporate parent of Acucela US

2. Proposal 2: Election of Directors – approved

− To elect the five nominees below to the board of directors of Acucela Inc.

− Five Nominees include: Dr. Ryo Kubota, Mr. Shintaro Asako, Dr. Shiro Mita, Mr. Eisaku Nakamura 

and Mr. Robert Takeuchi

3. Proposal 3: Ratification of Auditors – approved

− To ratify the appointment of BDO USA, LLP as Acucela Inc.’s independent registered public 

accounting firm for the year ending December 31, 2016

4. Proposal 4: Adjournment Proposal

− The adjournment proposal was not acted upon at the Annual Meeting of Shareholders as there were 

sufficient votes to approve the foregoing proposals

Acucela Inc. [4589] 5



Company Overview
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An Ophthalmology-Focused, Science-Driven Company
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Partnership
• Partnership with YouHealth and University of California, San 

Diego to address cataracts and presbyopia with lanosterol

• Partnership with The University of Manchester to address 

retinal degenerative disease with gene therapy

Financials
• Cash, short-term and long-term investments for the three 

months ended 6/30/16 was $155M to invest in ongoing 

programs, business development and internal research and 

development

People and Strategy
• Executive leadership with experience in health care 

management, life science administration and technology

• Broad-skilled employee base in research, development and 

operations

• Strategic plan to develop an innovative portfolio of 

ophthalmology products

Technology
• Extensive knowledge in the field of ophthalmology

• Emixustat, a visual cycle modulator with novel mechanism 

of action for retinal diseases with unmet medical need

• Lanosterol small molecule compound for cataracts

• Optogenetics gene therapy for rare retinal disease



Corporate Strategy



Corporate Strategy
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Acucela’s goal is to develop an innovative

portfolio of ophthalmology products

8

Current

Pipeline

Emixustat for Diabetic Retinopathy, Stargardt disease and AMD

− Proliferative Diabetic Retinopathy: Initiated Phase 2 clinical trial in second quarter of 2016

− Stargardt disease: Plans to initiate a clinical study by early 2017

− Intermediate AMD: Exploring treatment potential of emixustat

Lanosterol for Cataract and Presbyopia

− Aim to initiate a Phase 1/2 clinical study in patients with cataract in late 2017 or early 2018

Optogenetics gene therapy for Retinitis Pigmentosa

– Aim to initiate a Phase 2 clinical study in 2018 

New 

Development

Increase in internal research and in-licensing

− Pursuing M&A, partnering and in-licensing opportunities focused on innovative ophthalmic technologies

− Expanding internal research pipeline

Organization Inversion, to become a Japanese company

− Change in technical status to list as a Japanese entity on the TSE Mothers Board, potentially allowing an 

increase in information and investment opportunities for both retail and institutional investors 

− Anticipated inversion in December 2016



Discovery Exploratory Confirmatory

Forge Partnerships In House In House / Partnered

Business Development Opportunity
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• An investment chasm exists for exploratory projects in the U.S. Acucela’s opportunity is to 

leverage the chasm between early and late stage development:

− Partner with universities and leverage public funding in the discovery phase

− Build best in class exploratory development capabilities in house 

− Build U.S.-centric confirmatory / commercialization capabilities and partner ex-U.S.

Target Discovery Lead Identification
Lead optimization / 
preclinical profiling

Nonclinical 
Development 

(GxP)

Exploratory 
Development 

(POC)

Confirmatory 
Development

Commercialization 
& LCM

Source: Give to Cure 2015

$30B
annual spend in the 

U.S. mainly from 
universities and large 

pharmaceutical 
companies

$5B
annual 
spend

$65B
annual spend mainly from large 

pharmaceutical companies

Acucela’s Focus Area



Development Pipeline

Emixustat Hydrochloride 

Lanosterol

Optogenetics



Leading Causes of Blindness 

Worldwide 
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• 33 million people blind worldwide

• 191 million suffer from moderate 

and severe vision impairment 

(MSVI)

Source: World Health Organization: Estimates of Visual Impairment and Blindness 2010
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Childhood Blindness
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Leading Causes of Blindness

in Japan, US and Europe 
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Glaucoma
21%

16%

12%8%

34%

10％

Source 1: MHLW Research in 2013 ( 厚生労働省 難治性疾患等克服研究事業「網膜脈絡膜・視神経萎縮症に関する調査研究 平成25（2013）年度」報告書)

Source 2: Arch Ophthalmol. 2004;122(4):477-485. doi:10.1001/archopht.122.4.477. Note that for United States, we have used the White Persons data. 

Source 3: Kocur I, Resnikoff S: Visual Impairment and blindness in Europe and their prevention. Br J Ophthalmol 2002;86:716-722.

AMD 
26%

Glaucoma
20%

DR
9%

Others
45%

Retinitis 

Pigmentosa

AMD
Retinochoroidal 

Atrophy

Others

DR AMD
54%

Cataract
9%

Glaucoma

6%

DR 5%

Other
25%

Japan1 Unites States2 Europe3



Project Portfolio
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Technology Therapeutic Area Pre-clinical Phase 1 Phase 2 Phase 3 POC Targets1

VCM2 –

Emixustat HCI

PDR3 2017

Stargardt

disease
2018

Intermediate

AMD
2019

Lanosterol
Cataract,

Presbyopia
2018

Optogenetics

(Gene Therapy)

Retinitis

Pigmentosa
2019

1 POC: Proof of Concept; the years listed are targets. For Stargardt Disease: Initial pharmacodynamic readout only.

2 VCM: Visual Cycle Modulator

3 PDR: Proliferative Diabetic Retinopathy



Emixustat Development
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• Emixustat Phase 2b/3 Clinical Trial for GA Secondary to Dry AMD

− Emixustat did not reduce the lesion growth rate versus placebo in patients with 

geographic atrophy secondary to age related macular degeneration.

− However, the data from this clinical trial confirmed that emixustat is a RPE65 

inhibitor, and, RPE65 is a key enzyme of the visual cycle.

• Continued Emixustat Development

− We are investigating the role of RPE65 and emixustat in additional indications:

– Initiated Phase 2 clinical trial for proliferative diabetic retinopathy (PDR) in the 

second quarter of 2016

– Planning to initiate a clinical study for Stargardt disease by early 2017

– Exploring the potential of emixustat for the treatment of intermediate AMD

− Global market size in 2025 is estimated to be over $13 Billion for DR / DME / AMD, 

and, over $1.4 Billion for Stargardt disease1.

1 Source: Visiongain, Macular Degeneration (AMD) and Other Retinal Diseases: 2015-2025



Emixustat Hydrochloride

for Diabetic Retinopathy



Diabetic Retinopathy is a Common Complication 

Impairing the Vision of Diabetic Patients
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• The most frequent microvascular complication of diabetes mellitus1

• Multifactorial causation2

• Leading cause of vision loss in working-age adults

• 50–60% lifetime risk for people with type 2 diabetes2

• 90% lifetime risk for people with type 1 diabetes2

• Up to 10% of patients with diabetic retinopathy will progress to sight-threating stages2

1 Stitt AW et al. Clin Sci 2013;125:1–17. 

2 Wong TY et al. Nat Rev Dis Primer 2016;2:16012. Available at: http://www.nature.com/articles/nrdp201612. Accessed May 11, 2016.

• Diabetic retinopathy is a progressive condition that can be broadly classified into: nonproliferative 

and proliferative diabetic retinopathy depending on the progression of the disease

• Diabetic macular edema is a manifestation of nonproliferative diabetic retinopathy and can develop 

at any stage of diabetic retinopathy



Diabetic Retinopathy is the Second

Most Common Retinal Disease
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• A leading cause of blindness in working-age adults globally1

• ~105 million people affected worldwide2

– In 2015, prevalence rates were 3.2% in the U.S., 2.7% in 

Western Europe, and 2.2% in Japan2

1 Klein BE et al. Ophthalmic Epidemiol 2007;14:179–183.

2 Market Scope. The Global Retinal Pharmaceuticals & Biologic Market. 2015.

Diabetic eye diseases 

cases by region 

(thousands)2

United States Western Europe Japan Global Total

2014 10,207 11,086 2,828 102,330

2020 11,230 12,039 3,037 117,362

CAGR 1.6% 1.4% 1.2% 2.3%
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Diabetic Retinopathy Global

Market Size is Increasing
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Visiongain. Macular Degeneration (AMD) and Other Retinal Diseases: 2015 –2025. 

Expected 
to grow to

$3.7B
by 2025



Manifestations of Diabetic Retinopathy 
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DR: diabetic retinopathy; VEGF: vascular endothelial growth factor
1 Yau JWY et al. Diabetes Care 2012;35:556–564. 2. Stitt AW et al. Clin Sci 2013;125:1–17. 3. Lee R et al. Eye Vis 2015;2:17.

Diabetic

macular edema

Hard 

exudates 

in fovea

Cotton

wool spots

Neovascularization

Increasing severity

Proliferative DR

New vessels 

surrounded by hard 

exudate

Nonproliferative DR

Retinal 

hemorrhages



Generally no 

treatment

Anti-VEGF

Corticosteroids

Vitrectomy

Laser

Anti-VEGF

Vitrectomy

Treatments for Diabetic Retinopathy 
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DR: diabetic retinopathy; VEGF: vascular endothelial growth factor
1 Yau JWY et al. Diabetes Care 2012;35:556–564. 2. Stitt AW et al. Clin Sci 2013;125:1–17. 3. Lee R et al. Eye Vis 2015;2:17.

Diabetic

macular edema

Hard 

exudates 
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Cotton

wool spots

Neovascularization

Increasing severity

Proliferative DR
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surrounded by hard 

exudate

Nonproliferative DR

Retinal 

hemorrhages



Current Treatments are Associated with

Complications and Burden for Patients

Acucela Inc. [4589] 21

• Transient vision loss

• Hemorrhage

• Limited applications possible
Laser

• Cataract

• Infection and inflammation

• Raised intraocular pressure (corticosteroids)

• Increased retinal traction

• Frequent office visits and injections

• Retinal complications

• Vision loss

• Infection 

• Cataract

• All procedures 

invasive

• Risk of sight-

threatening side-

effects

• Increased burden 

on patients

Preferred Practice Pattern Guidelines. American Academy of Ophthalmology 2016.

Available at: http://www.aao.org/preferred-practice-pattern/diabetic-retinopathy-ppp-updated-2016. Accessed May 11, 2016

Vitrectomy

Intravitreal 

Therapies



Emixustat Reduces Neovascularization

in Oxygen-Induced Retinopathy Model

Acucela Inc. [4589] 22

Mouse model of 

oxygen-induced retinopathy1,2

Emixustat reduced 

neovascularization2

1 Connor KM et al. Nat Protoc 2009;4:1565–1573.

2 Bavik C et al. PLoS One 2015;10:e0124940.
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Emixustat: a Potential Paradigm Shift

in the Treatment of Diabetic Retinopathy
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Mimic constitutive 

phototransduction

Reduction in

neovascularization

Oral administration 

Potential to transform

current therapeutic

landscape of invasive

treatment modalities

To benefit more patients

• Initial focus on PDR, the 

most serious form of DR

• Evaluate potential in slowing 

NPDR progression to PDR 

and also DME

Highly 
O2-consuming 
dark current 

Emixustat

Totally new approach to 
diabetic retinopathy

DME: diabetic macular edema; DR: diabetic retinopathy; NPDR: nonproliferative diabetic retinopathy; PDR: proliferative diabet ic retinopathy



Phase 2 Study of Emixustat in Proliferative 

Diabetic Retinopathy (PDR) is Underway
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• Multicenter, randomized, double-blinded, placebo-controlled

• Emixustat or placebo once daily for 85 days

• Evaluations

− Change in biomarkers of diabetic retinopathy disease

− Effects on retinal hemorrhage, neovascularization, and vision

2016 2017 2018 2019

Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2

Phase 2 3,4

1 Kubota R et al. Retina 2014;34:603–609. 

2 ClinicalTrials.gov identifier NCT00942240. Available at: https://clinicaltrials.gov/ct2/show?term=emixustat&rank=5. Accessed May 13, 2016. 

3 ClinicalTrials.gov identifier NCT02753400. Available at: https://clinicaltrials.gov/ct2/show/NCT02753400?term=emixustat&rank= 1. Accessed May 13, 2016. 

4 Acucela press release. May 8, 2016. Available at: http://acucela.com/Read -About-Us/Press-Releases/160508_PDR. Accessed May 13, 2016.



Emixustat Hydrochloride 

for Stargardt Disease



Stargardt Disease: a Genetic Disorder
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Stargardt disease is a genetically inherited disorder of the retina

26

• The disease typically causes vision loss during childhood or adolescence.

− In some forms, vision loss may not be noticed until later in adulthood. 

• Mutations in a gene called ABCA4 are the most common cause of Stargardt 

disease.

− ABCA4 makes a protein that normally clears away precursors to toxic vitamin A 

byproducts inside photoreceptors.

− Patients with a mutated, dysfunctional ABCA4 protein accumulate lipofuscin in the 

retina, of which toxic vitamin A compounds are a major component.

− As lipofuscin increases in and around the macula, the retina is damaged, eventually 

leading to the death of photoreceptors and impairment of central vision.

Source: National Eye Institute Home Page: https://nei.nih.gov/health/stargardt/star_facts



Stargardt Disease: Proposed Disease 

Progression and Emixustat Mechanism of Action
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Photoreceptor Cell Death

Death of RPE

RPE Dysfunction

Accumulation of lipofuscin (lipid, proteins, vitamin A toxins)
leading to free radical production and activation of complement system

Defective gene: ABCA4

Blocks the 

accumulation of 

lipofuscin and 

vitamin A toxins

Emixustat



Stargardt Disease: Symptoms

and Disease Prevalence
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Stargardt causes vision impairment in about 1 million people worldwide

28

• The most common symptom of Stargardt disease is variable, often slow loss of 

central vision in both eyes, color blindness, as well as some loss of peripheral 

vision.

− Most people will end up with 20/200 vision or worse. In some forms, vision loss may 

not be noticed until later in adulthood.

Source: National Eye Institute Home Page: https://nei.nih.gov/health/stargardt/star_facts

Images from Tanna P, et al. Br J Opthalmol 2016; 0:1-6.

1 Market Scope, 2015 Report on the Retinal Pharma & Biologics Market/ Population Worldwide, US, Europe and Japan are based on UN World Population Prospects 2015

Disease prevalence is 

1/8,000 to 1/10,0001 of 

the population

EU

54,000–92,000

Japan

13,000–16,000

US

32,000–40,000



Stargardt Disease: Unmet Medical Need
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Currently, there is no treatment available for Stargardt disease

29

• Stargardt is a serious unmet medical need, with fewer than 150,000 people 

estimated to be patients in the U.S., Japan and Europe, combined.

• The number of patients in the U.S. is estimated to be 32,000 - 40,000.

• With less than 40,000 patients in the U.S., Stargardt disease is an orphan disease, 

subject to the Orphan Drug Act in the U.S. 

Source: National Eye Institute Home Page: https://nei.nih.gov/health/stargardt/star_facts

Clinical study to evaluate emixustat in Stargardt disease patients 

planned for early 2017



Lanosterol for Cataracts

and Presbyopia



Protein Aggregation in Crystalline

Lens of the Eye Leads to Cataract1
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1 Zhao L, Chen XJ, Zhu J, et al. Nature. 2015 Jul 30;523(7562):607-11. https://nei.nih.gov/health/cataract/cataract_facts  

Clear Vision

Highly ordered 
proteins

Impact on Vision

Cloudy Vision

Denatured
proteins

Low protein order / 

protein aggregation

Denatured proteins aggregate and obstruct light, causing cloudy vision
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Cataract Prevalence Increases with Age 

Acucela Inc. [4589] 32

By age 80, 
70% of people 

will have a 
cataract.P

er
ce

nt

Age Group

903 million people worldwide were affected by cataracts in 2015,

a number which is expected to grow to 1 billion people by 20202

1, 2 Market Scope, Global IOL Market 2015



Cataract Surgery Rates 

Are Projected to Increase
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• Global IOL (intraocular lens) market were $3.3 billion in 2015 and estimated to grow to 

$4.4 billion by 20202

• Global surgical equipment market were $1.4 billion on 2014 and estimated to grow to 

$2.2 billion in 20193

1, 3 Market Scope, Global IOL Market 2015; 

2 Market Scope, The Global Cataract Surgical Equipment Market, 2015 

Abbreviation: CAGR, compound annual growth rate.

Multiple incisions are made to 

access the lens

High-frequency ultrasound 

breaks up the lens into small 

pieces, then removed with 

suction (phacoemulsification)

A clear intraocular lens is 

inserted in the same location 

the natural lens occupied

The incisions are closed and a 

protective shield is placed over 

the eye (in some procedures)

1 2 3 4



Lanosterol: A New Potential Treatment Paradigm for 

Cataract and Presbyopia
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Non-invasive, pharmacological treatment

Naturally occurring compound in the human body

Dissolves protein aggregates and establishes order

Has the potential to reverse lens opacification



Lanosterol:

New Treatment Potential1
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1 Zhao L, Chen XJ, Zhu J, et al. Nature. 2015 Jul 30;523(7562):607-11. https://nei.nih.gov/health/cataract/cataract_facts  
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Impact on Vision

Cloudy Vision

Denatured
proteins

Low protein order / 

protein aggregation

Lanosterol has the potential to reverse lens opacification 



Pre-Clinical: Reduction 

of Cataract Severity1
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Lanosterol “dissolves” protein aggregates, 

establishes protein order, and reduces opacity.
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Lanosterol Development Plan

Targeted for Cataract and Presbyopia
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Preclinical development

to initiate in 2016

• Formulation development

Phase 1/2 clinical study planned

for patients with cataract in late

2017 or early 2018

• Assess lens opacity in humans

• Evaluation of near vision



Optogenetics for

Retinitis Pigmentosa



Photoreceptors Capture Light1
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Photoreceptors convert light into a signal transmitted to the brain

39

TWO TYPES OF PHOTORECEPTORS

Bipolar Cells

Ganglion Cells

Rods = peripheral and night vision

Cones = color and central vision

Abbreviations: INL, inner nuclear layer; ONL, outer nuclear layer; GCL, ganglion cell layer. 

1 http://rawa.com.au/inherited_retinal_diseases/retinitis-pigmentosa/

https://nei.nih.gov/health/pigmentosa/pigmentosa_facts



Retinitis Pigmentosa = 

Photoreceptor Dystrophy

Acucela Inc. [4589]

Gradual loss of photoreceptors impairs

light sensitivity leading to blindness
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NORMAL RETINA1

RETINA AFFECTED BY 
RETINITIS PIGMENTOSA1

HEALTHY 

PHOTORECEPTORS

DEAD 

PHOTORECEPTORS 

Bipolar Cells

Ganglion Cells

Photoreceptors

1 http://rawa.com.au/inherited_retinal_diseases/retinitis-pigmentosa/

https://nei.nih.gov/health/pigmentosa/pigmentosa_facts



Retinitis Pigmentosa is a Blinding Disease 
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• Affects roughly 1 in 4,000 people, both in the United States and worldwide (NEI)1

• Approximately 1.4 million people worldwide are affected by the disease2

• Earliest and most frequent symptom is night blindness, decreased vision or tunnel vision3

• Progressive loss of vision in childhood leads generally to blindness by age 404

• The cause of RP is complex, with over 100 different gene mutations identified5

NORMAL VISION DECREASED VISION TUNNEL VISION BLINDNESS

Abbreviations: NEI, National Eye Institute; RP, retinitis pigmentosa.

1,3,5 Nash BM, et al. Transl. Pediatr. 2015;4(2):139-163.

2 Vaidya P, Vaidaya A(2015) Retinitis Pigmentosa: Disease Encumbrance in the Eurozone. Int J Ophthalmol Clin Res 2:030

4 http://www.aao.org/eye-health/diseases/retinitis-pigmentosa-cause



Optogenetics — Potential to Improve

Visual Function in Retinitis Pigmentosa

Acucela Inc. [4589]

Highly light sensitive1 

Response at normal indoor lighting levels

Addresses unmet medical need

Currently no effective treatment available

Genome-independent therapy 

Helping patients regardless of their genetic mutation 

Acucela intends to ultimately evaluate the ability of this technology

to restore some level of vision in patients who are legally blind

1 Cehajic-Kapetanovic J, et al. Curr Biol. 2015;25(16):2111-2122.
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Optogenetics for Vision Restoration1

Acucela Inc. [4589]

Optogenetics: Method to confer light

sensitivity to non-light-sensitive cells
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1 Buchen L. Nature. 2010;465(7294):26-28.

Francis PJ, et al. Transl Vis Sci Technol. 2013;2(7):4. Epub 2013 Nov 21.

HEALTHY DEAD PHOTORECEPTORS 

Bipolar Cells

Ganglion Cells

Photoreceptors

PHOTOSWITCH 

GENE

VIRAL

VECTOR

OPTOGENETICS



The Technology1

Acucela Inc. [4589]

Technology allows expression of human

rhodopsin in ON bipolar cells using a viral vector
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1 Buchen L. Nature. 2010;465(7294):26-28.

HUMAN RHODOPSIN

Light Sensitive 

ON Bipolar Cells

DEAD PHOTORECEPTORS 



Human Rod Opsin Restores

Vision in Blind Mice1

Acucela Inc. [4589]

Optogenetically treated mice showed behavioral

responses to movie of a swooping owl

45

** p < 0.01

1 Cehajic-Kapetanovic J, et al. Curr Biol. 2015;25(16):2111-2122.
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Optogenetics Development Plan

Acucela Inc. [4589]

Acucela intends to pursue Orphan Drug status to allow

for rapid development and extended regulatory exclusivity.
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*1 Abbreviation: IND, investigational new drug.

Preclinical development necessary to file an IND*1

Anticipated initiation of Phase 2 clinical study

2016-2018

2018



Financial Summary



Recent Events
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Date Highlights

Mar 17 ‘16 Acucela Secures Option to Exclusively License Novel Cataract Treatment

April 5 ‘16
Acucela Licenses Gene Therapy from The University of Manchester for Retinal 

Degenerative Disease

May 25 ’16 Announcement of Top-Line Results from Phase 2b/3 Clinical Trial of Emixustat

S.E.A.T.T.L.E. study failed to demonstrate a reduction in GA lesion growth rate

Jun 13 ’16 Announcement on the Termination of Emixustat Agreement and OPA-6566 Agreement with 

Otsuka Pharmaceutical, and Postponement of Annual Shareholder Meeting

Jul 13 ’16 Announcement on Record Date and Annual Shareholder Meeting

1: Record Date: August 10, 2016 (Pacific Daylight Time and Japan Time)

2: Annual Shareholder Meeting: October 18, 2016 (Pacific Daylight Time)

Aug 9 ’16 Signing of the Agreement and Plan of Merger for the Proposed Redomicile Transaction and 

Announcement of Official Name of Acucela Japan as Kubota Pharmaceutical Holdings Co., 

Ltd.

Oct 18 ’16 Annual Meeting of Shareholders



Financial Outlook*
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• Outlook for Revenue from collaborations

− Revenues are expected to significantly decrease in the near-term as a result of 

Otsuka's termination of the Emixustat Agreement.

• Outlook for loss from operations

− Total research and development expenses are expected to increase in absolute 

dollars as the company pursues development of its product candidates in multiple 

indications and executes in-licensing transactions resulting in potential upfront and 

milestone payments.

− In the near-term, Acucela anticipates additional general and administrative 

expenses related to the proposed Redomicile Transaction. 

− The company is conducting a comprehensive evaluation of its cost structure. 

* Forward-looking financial information and estimates contained in this presentation were previously disclosed by the Company in a report titled “Outline of Strategic Plan and Revisions to Earnings Forecasts” dated August 5, 

2016, in the Company’s Kessan Tanshin dated August 5, 2016 and/or in the Company’s Quarterly Report on Form 10-Q filed on August 8, 2016.  Such forward-looking financial information and estimates speak only as of 

the dates of initial disclosure and this presentation is neither updating nor confirming the previously provided forward-looking financial information, guidance and estimates.



FY2016 Revised Forecast*

(as of August 5, 2016)
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• Revenue 

• Reduced due to termination of the Exmixustat Agreement

• Loss from operations

− Cost reductions due to completion of clinical trial offset by increased spending on 

internal R&D

• Net Loss 

− Better than expected interest earnings

Previous Forecast Revised Forecast

(as of August 5, 2016)Low Case High Case

USD JPY USD JPY USD JPY

Revenue from collaboration 25,000 2,572,250 27,500 2,830,025 8,300 854,153

Income (loss) from operations (37,440) (3,852,950) (36,940) (3,801,495) (38,300) (3,941,453)

Net income (loss) (36,940) (3,801,495) (35,740) (3,678,003) (36,900) (3,797,379)

* Forward-looking financial information and estimates contained in this presentation were previously disclosed by the Company in a report titled “Outline of Strategic Plan and Revisions 

to Earnings Forecasts” dated August 5, 2016, in the Company’s Kessan Tanshin dated August 5, 2016 and/or in the Company’s Quarterly Report on Form 10-Q filed on August 8, 

2016.  Such forward-looking financial information and estimates speak only as of the dates of initial disclosure and this presentation is neither updating nor confirming the previously 

provided forward-looking financial information, guidance and estimates.

FY2016 Revised forecast as of August 5, 2016.  Note: ¥102.91= US$1 as of June 30, 2016

(US$ and JP¥ in thousands)
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Financial Overview*
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* Forward-looking financial information and estimates contained in this presentation were previously disclosed by the Company in a report titled “Outline of Strategic Plan and Revisions to Earnings Forecasts” dated August 5, 

2016, in the Company’s Kessan Tanshin dated August 5, 2016 and/or in the Company’s Quarterly Report on Form 10-Q filed on August 8, 2016.  Such forward-looking financial information and estimates speak only as of 

the dates of initial disclosure and this presentation is neither updating nor confirming the previously provided forward-looking financial information, guidance and estimates.

(US$ in thousands)



Redomicile Transaction



Anticipated Schedule

and Proposed Scheme
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2016 Events Related to the Inversion

August
• Record date

• Signing of the merger agreement

October • Annual meeting of shareholders (Seattle, U.S.)

November • Anticipated date of delisting (Acucela Inc.)

December
• Anticipated effective date of the Triangular Merger

• Anticipated date of listing of the Holding Company

Acucela Inc.

Holding Company

U.S. Subsidiary 

Japan U.S.

1. Current Status

• The Company is the dissolving company, and 

the U.S. Subsidiary is the surviving company.

• As a result, the Company’s shareholders 

acquire shares of the Holding Company in 

exchange for the Company’s shares.

At the conclusion of the inversion process, the “Holding Company” will be Kubota 

Pharmaceutical Holdings Co., Ltd., (“Kubota Holdings”) and, the “U.S. Subsidiary” will 

be Acucela Inc.

Company’s 

Shareholders

Acucela Inc.

Holding Company

U.S. Subsidiary 

Japan U.S.

2. Triangular Merger

Company’s 

Shareholders

Holding Company

U.S. Subsidiary 

Japan U.S.

3. After the Triangular Merger

Company’s 

Shareholders

Distribution 

of Shares of 

the Holding 

CompanyTriangular 

Merger



Redomicile Transaction Q&A 
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Questions Answers

What is the Redomicile 

Transaction? 

It is a corporate reorganization of Acucela Inc. (the “Company”)  to establish a holding company organized 

under the laws of Japan becoming the publicly-traded corporate parent of the Company. As a result of the 

Redomicile Transaction, the Company will merge with and into US Merger Co, a wholly-owned subsidiary of 

Kubota Pharmaceutical Holdings Co., Ltd., (“Kubota Holdings”). Immediately after the Redomicile Transaction, 

Kubota Holdings will continue to conduct through its subsidiaries, the same businesses as the Company 

conducted prior to the Redomicile Transaction. 

Why is the Company moving its 

headquarters to Japan? 

The Company believes there are potential benefits that may lead to shareholder value creation by having a 

publicly-traded parent incorporated in Japan as follows: 

• Increased availability, quantity and prominence of information for Japanese investors, which can be made 

available in the Kaisha Shikiho and Nikkei Kaisha Joho, two publications frequently used to find information 

on listed companies in Japan;

• As a Japanese entity, the Holding Company will be included in the Mothers Index of the TSE;

• Institutional investors with a focus on TSE-listed companies, who by mandate or other internal fund 

restrictions have not been able to invest in non-Japanese equities, will have the opportunity to invest; and

• Increased analyst research coverage, if investor demand for listed securities of the Holding Company 

increases following the Triangular Merger. 

What will happen to Acucela Inc.? 
Kubota Holdings’ headquarters will be located in Tokyo Japan and the Company’s operations will continue to 

be conducted in Seattle Washington. 

What will happen to Acucela Inc.’s 

common stock? 

Upon completion of the Redomicile Transaction, each share of the Company’s common stock will be 

cancelled and converted into the right to receive one share of Kubota Holdings common stock. 

Note: For details, please refer to the Company’s definitive proxy statement on Schedule 14A filed with the SEC on September 15, 2016.



Redomicile Transaction Q&A 
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Questions Answers

Are there necessary procedures to 

be taken to receive Kubota Holdings 

shares? 

There are no additional procedures for shareholders who hold shares under JASDEC nominee accounts. 

These are shareholders who have received Japanese proxy statements in the past from MUTB with a voting 

instruction card for JASDEC.

For registered shareholders holding shares via Computershare (the Company’s transfer agent) or through the 

Depository Trust Company (“DTC”), you will need to transfer the Company’s shares to a brokerage account 

with a brokerage/securities firm that is a member of JASDEC, via the DTC direct registration system profile. 

Such shareholders will be notified of the process by Computershare. 

What is a technical listing? 

Technical listing is a procedure that follows a corporate reorganization that creates a newly listed company 

that will be subject to examination based on the criteria of the Tokyo Stock Exchange (“TSE”) listing 

requirements. Upon confirming the criteria, the TSE will approve the listing allowing for a smooth transaction 

of the shares. Between January and October 2016, there were 8 companies that listed with the TSE under the 

technical listing procedure. (Reference: TSE website) 

When is the delisting date?* The delisting date is anticipated to occur on November 28, 2016. 

Why will Acucela Inc. delist?

Delisting is a standard procedure when a company reorganizes into a holding company structure and it is 

typical for there to be no trading from the time the original shares are delisted until trading commences with 

the newly listed company.  Kubota Pharmaceutical Holdings (KPH) will become the new listed company upon 

corporate reorganization. A share transfer process will take place in order for the shareholders to receive KPH 

shares in exchange for delisted Acucela shares. When shares are held outside of the JASDEC, such as with 

the US DTC or Computershare, the share transfer process can require several additional days.  

Note: For details, please refer to the Company’s definitive proxy statement on Schedule 14A filed with the Securities and Exchange Commission on September 15, 2016.

*Forward-looking statements regarding the anticipated timing for the transaction were previously disclosed by the Company in a Current Report on Form 8-K filed with the SEC on August 10, 2016. Such 

forward-looking statements speak only as of the date of the initial disclosure and this presentation is neither updating nor confirming the previously provided forward-looking statements. The Company will 

publicly announce key transaction dates once they are determined by the TSE or otherwise confirmed by the Company. 
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Questions Answers

When is the last trading date?
The last trading date is anticipated on November 25, 2016 (Friday) Japan Time. Note that last trading date is 

dependent on the anticipated delisting date set by the TSE. 

When is the re-listing date? The Company will publicly announce the date at the time of the TSE listing approval. 

When will the merger close? 
Once certain conditions are satisfied, including approval by the Company’s shareholder on the Merger 

Agreement at the Annual Meeting of Shareholders, the merger is anticipated to close in December 2016.

Where will Kubota Holdings be 

listed?
Kubota Holdings is scheduled to be listed on the Mothers market of the TSE. 

Will the listing code change? 

The TSE will establish a listing code for the Kubota Holdings common stock upon approval of the Kubota 

Holdings common stock for listing. The Company will publicly announce the listing code when the listing is 

approved by the TSE. 

Who will be the Board of Directors 

for Kubota Holdings? 

Board of Directors for Kubota Holdings will be Dr. Ryo Kubota, Mr. Shintaro Asako, Dr. Shiro Mita, Mr. Eisaku 

Nakamura  and Mr. Robert Takeuchi. They are currently the Board of Directors for Acucela Inc. 

Upon the Redomicile Transaction, 

where will the shareholder meeting 

be held? 

Upon the Redomicile Transaction,  Kubota Holdings will be able to hold its shareholder meetings under 

Japanese Corporate Law in Japan. 

Note: For details, please refer to the Company’s definitive proxy statement on Schedule 14A filed with the SEC on September 15, 2016.
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Management Team 
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An experienced management team driving current and future 

pipeline development, including device, pharma & biotech assets
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Lukas Scheibler, PhD
EVP R&D

Alcon

Novartis Pharmaceuticals

John Gebhart
Chief Financial Officer

Qliance Medical Management Consultant to Remote 

Medical International, Ventripoint, and others

Ted Danse, MBA
Chief Business Officer

Neurotech Pharmaceuticals, Inc. 

ISTA Pharmaceuticals Inc., Allergan, Inc., 

Coopervision, Bausch & Lomb , Schering-Plough

Ryo Kubota, MD, PhD 
Chairman, President and CEO



Board of Directors
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Directors Background

Ryo Kubota, MD PhD Chairman, President and Chief Executive Officer and also founder of  Acucela Inc.

Shintaro Asako
Chief Executive Officer — DeNA West

Previously: Chief Financial Officer — MediciNova, Inc.

Shiro Mita, PhD
President and Chief Executive Officer — M’s Science Corporation 

Previously: Executive Director of Drug Discovery, Director — Santen Pharmaceuticals Co., Ltd 

Eisaku Nakamura

Director — Koinobori Associates Inc. 

Previously: Director and General Manager — Bio Sight Capital Co., Ltd , Chief Executive Officer and 

President — Berevno Corporation, Board of Directors — CanBas Corporation and  Activus Pharma Co. Ltd.

Robert Takeuchi

President — RT Consulting, Inc. 

Previously: President — SOFTBANK Finance, America Corporation, Director of International Equity Sales —

Credit Suisse First Boston, Board of Directors SBI Investment Co., Ltd. and Quark Pharmaceuticals, Inc. 



Acucela is a clinical-stage ophthalmology 

company that specializes in identifying and 

developing novel therapeutics to treat and 

slow the progression of sight-threatening 

ophthalmic diseases affecting millions of 

people worldwide. 


