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Hot Topics

* Changing paradigm in the management of diabetic
retinopathy

* Evolution of wide-field imaging Diabetic Retinopathy
e Al
* OCT and OCTA

* AMD — will we have a Tx for dry
— Will the new anti-VEGF drugs any better?

* Management of flashes/floaters
* Pigmented lesion of the fundus




Prevalence of Diabetes Mellitus

«  Affects 9.3% of the US population (29.1 million people)*

* Seventh cause of death in the US*

* By 2050 between 1in 5 and 1 in 3 US adults (estimated) will be diabetic
Age-adjusted Prevalence

2000: 6.0%3 2012: 9.3%"

2000 2012
Diabetes Incidence (cases/1000) 6.0¢ 78
Obesity Prevalence 20.1° 27.6°

Diabetes by the Numbers

* Diabetes is increasing at epic proportions

* Optometrists are are on the front line as primary eye care
providers

— We play an important role as part of the healthcare team

* The rate of annual dilated eye examinations in people with
diabetes is only approximately 50%

« Effective treatment is now available that can improve vision, not
just slow disease progression

« If we can detect early and treat early, we can preserve and

improve vision in many patients

Diabetic Macular Edema (DME)

SD-OCT of a retina with DME Color Fundus photo with DME
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Future Prevalence Projections of Diabetes

Percent of Total Population With Diabetes (Diagnosed and Undiagnosed)
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Rowley WR, et al. Popul Health Manag. 2017;20(1):6-12.
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Diabetic Retinopathy 2019

* The diagnosis of DME has changed
* Anti-VEGF is the standard for treating DME
* We may need to refer before PDR
— Earlier treatment may be beneficial (severe NPDR)

* How does the patient with PDR get treated?
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2017 DME Classification:
Center Involved or Not?

* ETDRS definition of
“clinically significant

macular edema” modified
in era of OCT

* Randomized clinical trials of
anti-VEGF agents used
presence of DME in OCT

central subfield

Central Subfield
Brown DM, et al. Ophthalmology. 2015;122(10):2044-52.
Nguyen QD, et al. Ophthalmology. 2012;119(4):789-801.
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Diabetic Retinopathy Severity Scale

=

Retinopathy Regression

Screening Month 24
High-risk PDR (T1A) Mild NPDR (35 E)
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RISE/RIDE: Risk of PDR Outcomes in Sham vs Ranibizumab Groups

Time to First Progression to PDR Outcome |

Anti-VEGF Drugs Affective in the Treatment of DME

DME Pre Treatment DME Post Treatment

The Debate...

* Is it better to treating early — before they
develop PDR?

— Would earlier treatment result in better visual
outcomes?

— Would it result in less # of injections?

— Does the cost/burden of treatment warrant early
treatment?

16

“The Fate of 47...”
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History of DR Severity Scales —
ETDRS, Modified ETDRS, and International

ETDRS Grading Scale’

- B 2 « 58
- Mid  Moderate M3l soiere i mil
Id Moderate  Severe
PDR NPDR NPDR

1. Eary ETDRS) Ophthalmology. 2.1pMS, et al. Arch Ophihaimol. 2012:130(9):1145-52.
3. American Academy of Ophthaimology. Acoessed Nov 1,2018.

PANORAMA

e Phase 3 double-masked, randomized_Prospective Study
« Efficacy and safety of intravitreal aflibercept (lAl) in patients
with moderately severe to severe NPDR
— DRSS 47 & 53
* Primary Endpoint:
— Week 24
— Proportion of patients improving >2 steps on DRSS
— IAl groups combined
* Follow up through week 100

Wykoff, CC. Keypoints from the Phase 3 PANORAMA Study. (July 2018) American Society of Retina
Specialists, Annual Meeting, Vancouver, BC, CA.

Phase 3 Double-masked, Randomized Prospective Study
Efficacy and Safety of Intravitreal Aflibercept (IAl) in Patients with
Moderately Severe to Severe NPDR (DRSS Level 47 and 53) N=402

Group 1
1Al 2mg Q16 weeks*
N=135

1Al 2mg Q8 weeks**

N=134

)|

Week 24
Primary Endpoint

Proportion of patients improving 22steps on DRSS
Groups 1 & 2 Combined

l

| Follow up through Week 100

“atter 3 nitial monthly doses and one Q8 week interval
**aiter S intial loading doses; flexible treatment schedule after week 52

Wykoff, CC. Key points from the Phase 3 PANORAMA Study. (July 2018) American Society of Retina Specialists, Annual
Meeting, Vancouver, BC, CA.

Proportion of Patients with >2-Step Improvement
from Baseline in DRSS: 52 Weeks

90%
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80%"

Sham
m Group 1
Group 2

*P<.0001 vs. Sham

Group 1: 3 monthly doses followed by one QB interval then Q16
Group2: 5 monthly doses followed by Q8

Aflibercept Improves Diabetic Retinopathy and Reduces Vision Threatening Complications in Phase 3 Trial; October 25, 2018. www.prnewswire.com
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Proportion of Patients with 22-Step Improvement
from Baseline in DRSS
70%
61.50%* .
60% | 58.40%
50% -
Sham
40% 7 mGoup 1
30% - = Group 2
m Al
20% -
10% - %
0% ] 8/133
Group2: Smonthly doses followed by Q8 *P<.0001 vs. Sham

Wykoff, CC. Ke from the Ph PANORAMA Study. (July 2018) American Society of Retina Specialists, Annual
Meet

Diabetic Retinopathy Severity Score (DRSS)

A - .
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Control and Complic Trial. Arch Ophthalmol. 1995;113:36-5: lo LM. Am J Ophthalm
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PANORAMA
Week 52 Results

 Vision threatening complications were reduced by 82% to 85%
compared with sham injection

* Development of CI-DME was reduced by 68% to 74% compared
with sham
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RISE AND RIDE POST HOC ANALYSIS
PATIENTS WHO HAD NPDR AND PDR WITH DME

Post hoc analysis:

« Included 746 patients (LUCENTIS 0.3 mg, n=245; LUCENTIS 0.5 mg, n=247;
sham, n=254) who had DR with DME and were randomized for treatment in
RISE & RIDE

- DR outcomes with LUCENTIS were evaluated in patients along the spectrum
of the severity scale (baseline ETDRS levels 10-75)

- Patients with prior panretinal photocoagulation (PRP) were not included in
this analysis

Wyko et al. Ophthaimology Retina. 2018
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Ranibizumab induces Regression of Diabetic Retinopathy

Wycoff et al, Ophthalmology Retina October 2018

* At month 24, DR levels 47/53 80% of eyes had a
2-step improvement in ranibizumab treated eyes vs
12% in the sham treated eyes

* The regression of DR was not seen in earlier in less
severe DR or in more severe DR

¢ Study Conclusion: In patients with baseline DR
levels 47/53, ranibizumab treatment reduced the
probability of patients experiencing a new
proliferative event at month 36 by 3 X vs. sham Tx
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o OF OO Ophthalmology Retina October 2018

Ranibizumab Induces Regression of
Diabetic Retinopathy in Most Patients at
High Risk of Progression to Proliferative
Diabetic Retinopathy

’ Wy ), MAD, Dawd A, Ehendusm, MDD, Dawid B Bk, MDD, Lowsen HEL MS
e E. Py, MDD, Tdenka Haolowe, MD, PH

* The main objective of this exploratory post hoc analysis of the

RIDE and RISE clinical trials was to examine DR outcomes in
patients who were at highest risk for progressing to PDR
(baseline DRSS levels 47/53).
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RISE AND RIDE POST HOC ANALYSIS
22-STEP REGRESSION IN DR AT 2 YEARS

1000

© Ranibizumab @ sHAM
800

PATIENTS (%)

0 [ I 1]
(n=68) (n=71) (n=88) (n=86) (n=29) (n=30}
MILD OR MODERATELY SEVERE MILD, MODERATE,
MODERATE NPDR OR SEVERE NPDR OR HIGH-RISK PDR
(baseline ETDRS 35/43) (baseline ETDRS 47/53) (baseline ETDRS 60-75)
Limitations of this analysis include that itis post hoc ie, not in protocols). i g these results

cannot be determined, and the clinical significance of these results is unknown. Results between groups should not be compared.

Wykoff et al. Ophthalmology Retina. 2018.
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AAMA Opbthatmbagy | O3 igad yned it

Effect of Intravitreous Anti-Vascular Endothelial Growth Factor

vs Sham Treatment for Prevention of Vision-Threatening Complications
of Diabetic Reti

The Protocel W Randomized Clinical Trial

COMCLUSIONS AMD RELEVANCE I ths randornmeaed Chaical trial, among epes wth modrate 1o
severe NPOR, the proportion of eyes that developoed POR of vision reduding O OME was
lower with periodic aflbercept compared with sham treatment. Howeve, thiough 2 years,
preventive treatment did not confer visual aouity benefit compared with obrervation plus
treatment weth aflbercept onfy afer development of PDR or vision-reduong CHOME The
A-yer resuits will Be important to assess longer-Serm wisid acusty cutcomes

Jama Ophthalmology, March 30, 2021
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JAMA Opbthatmabagy | O igad vnedt igatir

Effect of Intravitreous Anti-Vascular Endothelial Growth Factor

vs Sham Treatment for Prevention of Vision-Threatening Complications
of Diabetic Reti

The Protocol W Randomized Clinical Trial

B . W, WO A 2. G, A5, S o Ph A M Amonryt., V0L Do A Do, A,
Low . Ao, M0, Diemwon . Mg, W00 Dot 7. Mg, WA Mt M, AL Hrs S P, W
Cymoea 8 Sockcidie, WETw, Crme & Pl ML v € S, M, A, o g A B St

thiough 2 years,
preventive treatment did not confier visual 20ty benefit comparned with oteervation plus
treatment with aflbercept onfy afer development of POR or wsion-reduong CHOME

Jama Ophthalmology, March 30, 2021
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Protocol W: 2 Year Conclusions
| BE — e o * The 2-year data did
§ e, not confer visual
§ - acuity benefit
s
F un| compared to sham
a o /_/
I ‘ i o group
§ Y RED / 2 — Note: sham group
3 . .- ' received aflibercept
. . . an Jamao%?:lga\f-h)lév March 30, 2021
developed DME or
PDR
33
Discussion

* Does the data suggest patients with
severe NPDR should be treated?

* How early should we refer patients with
DR?

* Will the burden of early treatment be too
overwhelming for ophthalmology?

35

PROTOCOL W: EYLEA VS, SHAM IN NOOERATE TO SEVERE NPDR (DRSS OF 43 - 53)

( PROTOCOL W Study Design |

o0el, ¥y of Isriveces At VEQF Trewrsert bor
mweg Dubetic ArSeazutdy in Epm of Hgt At
N

Phaie 1 doudemnbed
Preverton of Vision
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Is there a benefit from early Tx of Severe NPDR?

* So, what is the benefit of ?
early treatment if it doesn’t
result in any visual acuity X
. 5 .
improvement? g

* Does it matter that there is a "
regression in DR if when all
and said and done the patient

34

The Diabetic Retinopathy Clinical Research
Network: Protocol S

Prompt PRP
versus
Ranibizumab + Deferred

for PDR Study

Supported through a c
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Follow-up Schedule Mean Change in Visual Acuity

15 | 2-Year Adjusted Mean Difference: +2.2 letters

95% Confidence Interval (CI .5, +5.0)

(Meets pre-specified, non-inferiority criterion: lower
bounds of the 95% Cl of -0.5 letters was greater than
the non-inferiority limit of -5.0 letters)

PRP group: Visits every 16 weeks*
Ranibizumab group: Visits every 4 weeks
to assess for PDR treatment

=

Baseline to
1 Year Both groups simultaneously evaluated
for DME treatment

(Letter Score)
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PRP group: Visits every 16 weeks*
|::> Ranibizumab group: Visits every 4wk to
A 16wk to assess for PDR treatment
Interval is extended if injections for PDR
and DME deferred (“Defer and Extend”)

0 16 32 52 68 84 104
N=191 Visit Week LB
N=203 N=168
Ranibizumab Group * PRP Group
Outlying values were truncater
Research Network htp:/publiciles aeb org/SResuls potx

*Eyes with DME could be seen more frequently for DME treatment as needed.

Diabetic Retinopathy Clinical Research Network http://publicfiles.jaeb.org/S1ResultsSlides
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Retinopathy Clinical Research Network http://publicfiles.jaeb.org/S1ResultsSlideset_3_2_16.pptx

Mean Changes in VA From Baseline Over Time -
Overall Cohort

DRCR.net: Protocol S

* At 2 years, VA improved by 2.8 letters from baseline in
the ranibizumab group vs. improvement of 0.2 letters
from baseline in the PRP group

* There was more peripheral VF loss and more
vitrectomy’s in the PRP group vs. Lucentis

— VF Loss: 213 dB in the ranibizumab group vs. 531
dB in the PRP group
— PPV: 15% with PRP vs. 4% with Lucentis
* When DME present, Lucentis did a better job treating

«

Adjusted Mean Difference at 5 Years: +0.6 letters Ranibizumab
95% Confidence Interval: (-2.3, +3.5), P = .68 — PRP

o

o

Mean Change in VA Lettex Score.
w v

16 32 52 68 84 104 120 136 156 172 188 208 224 240 260
Visit Week

JAMA. 2015; 314(20):2137-2146. doi: 10.1001/jama.2015.15217 (Published).

t)
http://drernet.jaeb ntations. Accessed October 26, 2018.

Diabetic Retinopathy —
Where Does that Leave Us?

How Does this Patient Get Treated Today?

Month 36
High-risk PDR Mild NPDR

* Should Anti-VEGF become the standard of
care for PDR and NOT laser PRP?

* Should severe NPDR should be treated with
anti-VEGF or wait until they progress to PDR?
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Polaroid film

35 mm slide

Retinal Imaging:

A Camera is a Camera...

o) Srady o

he__ Teiols__

Does it matter which one you have?

1st Widefield
Fundus image

43 44

Diabetic Retinopathy Diabetic Retinopathy

Topcon

Courtesy of Je:
Universite de

Identification of Additional Retinal Pathology Why does Wide-Field Fundus Imaging Matter?

Retinal
Neovascularization >1/2
Disk Area

* When do you do wide field imaging?

¢ Can it substitute for a dilated fundus exam?

* How do you see this technology evolving?

48




In a primary eye care setting do we
need to dilate every patient?

The reality:
* In a young patient population, the incidence of
peripheral retinal pathology is exceedingly rare

— You have to dilate a lot of patients to see any meaningful
retinal pathology

* With changes in health care — there are greater
demands to see more patient

* |s it an unreasonable medical expense?

49
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Improved Automated Detection of Diabetic Retinopathy
on a Publicly Available Dataset Through Integration of
Deep Learning

Michael David Abeamoff.' ¥ Yiyue Loo,* AR Engoas” anren Oark®,” Ryan Amebon,” James ¢
Folk ' ol Mciders Niemoler

herwise cssenially identical

ihanced agocithas have the
reby 1o prevent visuad koo
blindness from this devastanng discaes

Trow
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November 2017
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Al device for detecting diabetic == == .

retinopathy earns swift FDA -

approf:al " o | |
| S 11

By Karg Jnlee 'g- _-ll
DA A =

Images captured by Topcon NW400 non-mydriatic retinal

Camera

Images sent to a cloud-based server that utilizes the IDx-
DR software and a ‘deep learning’ algorithm

The technology was 87% sensitive and 90% specific for
detecting more than mild diabetic retinopathy

The algorithm correctly identified 100% of with ETDRS
level 43 or higher (moderate NPDR)

54

The Evolution of OCT Imaging

OCT has changed how clinicians look at the
retina

The assessment of retinal abnormalities based
on OCT imaging has advanced eye care
OCT in Optometry practices ~ 20-40%

As the technology has evolved -> prices
continue to come down

4/7/22



@$ARVO.,
The Assockation %or Reseanch
N Visior NN Oy

New Video sources Launch Outreach Campaign On
Vision-Preserving Technology

Impact of optical coherence tomography on patients, general public
revesied

OCT hun becorre the prodormi nare: mears of detectry and mosisnrng dsenes ba macuar degereration, disbesc

retincputhy and gascoma Everpone over the s of 80 b rocommendod o get an OCT scas cooe & your.

“Everyone over the age of 60 is recommended to get an OCT scan once a year”

55

The Challenge...

* Being able to correlate what you are seeing
clinically with what is happening anatomically
— and then making the correct diagnosis
— Is there fluid or retinal thickening?
— Where is the fluid?

* Being able to diagnose conditions that may not
be seen with traditional ophthalmoscopy

57

Where is the Fluid?

Crossfire on OCT...

* Has OCT become “Standard of Care” in Optometry?
* Should OCT be done on "every” patient as a
screening tool?

* Should OCT be done only when there is an
indication?

— Diabetes, macular degeneration

56

Advances in Diagnostic Technology
can Help Establish a Diagnosis

58

OCT Angiography:
A New Way of Visualizing Vessels

* Identify retinal circulation
using the intrinsic motion
of blood cells in the vessel

* Functional and structural,
information with en face
projections

* No contrast medium, and
the data are 3-dimensional
and depth resolved

60

4/7/22
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Ischemia near the FAZ

Crossfire on OCT...

* Should every optometry practice have access to OCT?
* Has OCT become “Standard of Care” in Optometry?

* Should OCT be done on "every” patient as a screening
tool?

* Should OCT be done on every patient with diabetes
or macular degeneration?

High Stress

32 yo Hispanic Male

Blurry vision in the RE X 1 week
64

Management of CSR

* Reduce stress
* Observation

— Often resolves without treatment
* Focal laser if isolated “hot” spot
* PDT recalcitrant or recurrent CSR

* Oral therapy: spironolactone
— Diuretic to treat HTN

66

4/7/22
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Spironolactone versus observation in the treatment of
acute central serous chorioretinopathy

Nnghong ¢

\ Yk Shual’ Wangy Fang” B3 LU Wezhong Ge,” Songtao Yuan,'
Qinghuas L'

2018

Complete resolution of SRF was achieved in 55.6% (10/18) and 8.3%
(1/12) of the eyes in the treatment group and the control group,
respectively, at 2 months

Conclusions Oral spironolactone is more effective
with a faster absorption of SRF than observations. It is a
promising treatment for acute CSC.

67

Why it might work

* Strong relationship between exogenous
cortisol and CSR

* Mineralocorticoid receptor (MR) pathway may
play a role in the disease pathogenesis
* Aldosterone controls retinal fluid homeostasis

through upregulating the ion and water
channel, which is expressed in the apical
region of RMGs

69

55 yo Caucasian Male

* Diagnosis: PVD
* Educated regarding signs and symptoms of retinal
detachment

* Explains need to return immediately if he should see
these symptoms

¢ RTC 1yr

71

Faine. 2008 Do 30413} 30803914 G P
Potatec e 2945 D 4 g 1 00MAC BOOOROOROO0NE! 4 PR 017N

SPIRONOLACTONE FOR NONRESOLVING CENTRAL SEROUS
CHORIORETINOPATHY

Mnerslocotiond Recsplor Antagonist Trestmeot for Stercid-Inducad Centrsl
Secous Chorioretinopathy Patients with Contiruous Systemic Sterod
Treatmant

55 yo Caucasian Male

* Presents with sudden onset of floaters RE
— “Feels like | am looking through an oil slick or water”
* BCVA: 20/20 each eye
* CVF: FTFCOU
+ Dilated patient with 1% Tropicamide, 2%5% Neo

* Examines with 90 D and peripheral retina with BIO
and 20 D lens

* Notes Weiss Ring and attached retina

70

Crossfire...

Did the OD manage this patient correctly?

* Was there anything else they should have
done?

* Was he obligated to do scleral depression?

Should he have referred this patient to a
retinal specialist?

72
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Care af the Parient i\

Retinal Detachment

And
Related Peripheral
Vitreoretinal
Disease

Agproved by the AOA Boand of Trustees  Apeil 27, 1995(1" ed)
Reviewed Apnld 1998, Revised June 1999, Reviewed 2004
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the detached retina, a helpful sign in detecting the presence of a retinal
detachment. Scleral depression may be needed to detect small
asymptomatic peripheral retinal detachments. The biomicroscope can be
used 1o search for breaks in desachments wsing a mirrored fundus contact
lens, a hand-held precomeal fundus lens, or a wide-field fundus contact
lens. A search for all possible retinal beeaks should be performed, and

77

Crossfire Topics

* Should optometrists should refer_all patients
with flashes and floaters because the risk of
having a retinal tear is too great?

* The standard of care for evaluating a patient
with flashes and floaters is scleral depression

76

65 yo Caucasian Male PVD

The rest of the story...

* Patient return about 5 weeks later
complaining he can’t see out of his right eye
for th past 4 days

* Has a macula-off RD

* RD repaired but VA 20/200

78

PVD

Retinal tears occur &-
15% of eyes with
symptomatic PVD
—90% are superior

VH occurs in 13-19% of
symptomatic PVD’ s
VH + PVD -> 70% will
have a retinal break

PVD No VH -> 2-4%
will have retinal break

4/7/22
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Lattice Degeneration as a
Routine Finding?

Is this any cause for
concern?

How do you manage it?

What is the Risk for developing a
retinal tear or RD

79

Lattice Degeneration and
Risk of RD

* RD develop in 0.7% of eyes with lattice
degeneration followed for 10.8 yrs

* Eyes with lattice that developed tractional
retinal tears

—40% occurred in areas not associated with
lattice. . .normal-appearing retina

Byer NE. Ophthalmology. 1989; 96:1401-1402
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The evolution of Anti-VEGF

* Lucentis
* Avastin
* Eylea

New drugs in the pipeline (phase llI)

* Brolucizumab — Novartis: quarterly treatment
* Abicipar — Allergan: quarterly treatment

83

Lattice Degeneration

* Present 5-20% of the
general population

* Localized area of retinal

thinning associated with

a fluid pocket in the

overlying cortical

vitreous

80

Macular Degeneration

¢ One of the most common causes for vision loss in the
elderly population

* 85% with dry AMD; 15% with Wet AMD

* Nutritional supplements have been shown to
decrease the risk of progression to wet AMD

* Newer Anti-VEGF treatments have greatly improved
the visual outcome

— Earlier detection of CNV results in even better visual come

* We now understand there is a strong genetic link to
AMD

— There is a genetic test commercially available — ArticDx

82

Potential Treatments for
Geographic Atrophy

* APL-2: C3inhibitor by Apellis
* May have a wide range of possibilities for
complement —mediated disease

* Blocks all the pathways of complement
activation

* Being studies in GA, paroxysmal nocturnal
hemoglobinuria (PNH)

84
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Pathways for Complement Activation

Required for the initiation and amplification of the alternative complement pathway

e F
o

AT
2T L

<
Y

>
complement system Vewa

CFH helps regulates this

February 2018

18 Month Data
* “The 18-month results of the FILLY trial

In the FILLY trial, APL-2 significantly reduced
the growth of GA, and may for the first time
offer these patients hope of preserving their
vision. We eagerly anticipate the start of the
Phase 3 trials.”

87

support the positive effect seen at 12 months.

Too Many AMD Patients Are Diagnosed After
Vision Loss Has Already Occurred

100%
78%
80%
Legally
60% Blind in
One Eye
a0%
22%
” -
0%

Poor Outcome GoodO utcome

Cervantes-Castaiieda RA, et al. Eye (Lond). 2008;22(6):777-781.
Olsen TW, et al. Ophthalmology. 2004;111(2):250-255.
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Filly 2 Trial

* APL-2 is a synthetic cyclic peptide conjugated to a
polyethylene glycol polymer that binds to C3 and
C3b, blocking the pathways of complement
activation

* Theory: by inhibiting C3, you can slow/stop the
rate of degeneration

* Phase 2 FILLY trial: showed a 29% reduction in
the growth of geographic atrophy lesions after 12
months in the monthly treatment group, and a
20% reduction in the every-other-month
treatment group

86

Technologies Involved in the Early
Detection of AMD

88

Vision Loss in AMD

Dry AMD Wet AMD

Slow
Progression

Therapeutics (e.g. Anti VEGFs)
Treat Wet Form Only

90
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https://www.healio.com/ophthalmology/retina-vitreous/news/online/%7bb24b7e1c-61fb-4b8b-baaa-13590a87dcec%7d/apellis-geographic-atrophy-treatment-meets-phase-2-endpoint

The Challenge:

Detect Wet AMD Before
Severe Vision Loss Occurs

91

Preferential Hyperacuity Perimetry

..............-'K-.....

‘ Artificial distortion

CNVlesion progressively makes the
elevation smaller

When the elevation caused by CNV is larger than the artificial distortion,
the patient will preferentially pick this spot of true distortion

NEI Sponsored AREDS2 Home Study

f' ForeseeHome plus  |TT Population Results Standard Care
1 Standard Care Am
Am

Rovtine meritorng
763 participants (J_

1520 participants

{4

Routine moritoring

_]> 757 participants

+

Mean follow-up 1.4 yr = 0.6 years

Mean VA at entry 20/25
31 CNV events*

Primary Outcome: Change in Best Corrected Visual Acuity from Bassline to CNV Detection

51 CNV events*

Patient symproms

Patient sympoms

93
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Maintenance of Vision

Proportion of eyes maintaining 220/40 Visual Actity Median Change from Baseline
(letters)

P=0.014 P=0.005 P=0.003

100% 87% 91% 94% Std care i PP1 P2

80% 1 629 2
60% v
40% o
20% S
0% "

Std care  Device Device Device
n=18 ITT am PP1 am PP2
n=40 n=32 n=29

Testing with FSH 2x/week led to 51% more eyes
maintaining 20/40 and fewer letters lost

94
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