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Focused on your vision®

Acucela Inc. is a clinical-stage biotechnology focused on leveraging promising science in visual cycle modulation (VCM) to develop
new methods for treating blinding eye diseases that affect tens of millions of people worldwide. The Company’s orally delivered VCM
therapies, which selectively target cells within the retina to protect visual acuity, have the potential to treat several devastating eye
diseases, including dry age-related macular degeneration (dry AMD) — which is the leading cause of blindness in people over 50 and for
which there is no currently approved treatment. Acucela, with partner Otsuka Pharmaceutical, is also developing OPA-6566 for glaucoma
and rebamipide ophthalmic suspension for dry eye.

Acucela was founded in 2002 by eminent ophthalmologist Ryo Kubota, M.D., Ph.D., the discoverer of the gene that causes glaucoma.
The Company’s corporate headquarters are located in Seattle, Washington. For more information, please visit the Company’s web site at:

WWww.acucela.com.

Milestones

e |nitiated a Phase 1/2 clinical trial for
OPA-6566 in patients with open-angle
glaucoma or ocular hypertension in
the U.S.

e Entered into new co-development
and co-promotion agreement with
Otsuka Pharmaceutical for OPA-6566
for glaucoma in the U.S

e (ranted Fast Track status by the U.S.
Food and Drug Administration for
ACU-4429

e |nitiated the ACU-4429 Phase 2
ENVISION Clarity Trial

e Entered into partnership with Otsuka
Pharmaceutical for co-development
of ACU-4429 for dry AMD and co-
development of rebamipide for dry
eye
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Pipeline Highlights

Visual Cycle Modulation (VCM) Programs

ACU-4429 for Dry Advanced Macular Degeneration (AMD)

In January 2010, Acucela launched the ENVISION (Evaluating a Novel VISION treatment for AMD)
Phase 2 Clarity Trial. Dry AMD is a degenerative disease of the eye that affects the part of the retina
responsible for fine visual acuity and color vision. There is no approved treatment for dry AMD. Positive
data from the Company’s first Phase 1 clinical trial have been presented at ARVO, Aegean Retina Xl
and ISOPT and published in Retina: the Journal of Retinal and Virterous Diseases.

Other VCM Programs
Acucela’s VCM technology may provide therapeutic benefit for additional retinal disorders, such as:

Diabetic Retinopathy, the most common diabetic eye disease and a leading cause of blindness in
American adults.

Retinopathy of Prematurity (ROP), a potentially blinding eye disease that can occur in premature
infants. In ROP, abnormal blood vessels grow and spread throughout the retina. There is no approved
treatment for ROP.

Stargardt Disease, a recessive, hereditary retinal disease that results in progressive loss of rod and
cone photoreceptors, leading to loss of central vision.

Non-VCM Programs

0PA-6566 for Glaucoma

Glaucoma is a type of progressive or chronic optic neuropathy caused by intraocular pressure or by
other factors of unknown origin. The compound has demonstrated the ability to lower intraocular
pressure by stimulating aqueous humor outflow via trabecular meshwork through an activation of
adenosine AZa receptor. Otsuka Pharmaceuticals and Acucela are co-developing this compound in the
United States.

Rebamipide for Dry Eye

Dry Eye is usually caused by a problem with the quality of the tear film, the liquid layer that lubricates
the cornea and conjunctiva. Rebamipide ophthalmic suspension is a product candidate for dry eye,

a condition that affects over 20 million Americans. Rebamipide increases the level of mucin in the
conjunctiva and cornea. It is expected to be effective in dry eye treatment by stabilizing the tear film
and leading to the improvement of the corneal-conjunctival damage associated with the condition.
Rebamipide is in clinical development in the United States, and has been cleared for marketing in
Japan under the name Mucosta® ophthalmic suspension UD2%.

Acucela has raised more than $40 million over three rounds of private financing, the most recent a $25 million Series C in March 2007.

www.acucela.com
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About the visual cycle
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critical role in detailed vision and central vision. Rod cells, which
are more numerous than cone cells, are extremely fragile and
ultrasensitive to light. Even when they are not being used for night
vision, rod cells are sending essentially unused information to the
brain. But they do play a critical function: they support cone cells,

and thus our vision.

Acucela’s Innovative Approach:
Visual Cycle Modulation (VCM)

By selectively modulating the visual cycle
to first protect rod cells, we believe that
we can then ensure that cone cells — and
by extension, visual acuity — can be
preserved.

Studies have found that many more rod
cells than cone cells are lost as our eyes
age. Rod-cell deterioration is accepted as
a component of both general visual decline
and age-related diseases like AMD. Some
research shows that environmental factors,
such as smoking, nutrition, and exposure to
sunlight, may influence the onset of AMD
and the resulting visual decline.

Acucela’s visual cycle modulators reduce
the activity of the rod visual system, thereby
relieving or “lightening” the metabolic load
on the retina. Reducing the speed of the
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visual cycle has been shown to protect the retina from light damage,
improve retinal vasculature (the arrangement of blood vessels)
and reduce the accumulation of retinal-related toxic by-products,

including AZE, which is implicated in AMD.

Acucela’s VCM compounds have demonstrated safety and

tolerability in both preclinical models and clinical studies: they are
non-retinoid and able to be delivered orally, rather than by injection
into the eye, which is the typical delivery method of many current

eye therapeutics.
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