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Intravitreal VEGF Inhibitors remain first-line
therapy for wet AMD in 2021
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Real-World Data:
Most Patients with Wet AMD Receive ~5 Injections per Year

Undertreatment of Wet AMD

Study Injection Mean
Population Duration, Year Injection Rate

Medicare analysis' 459,237 1
LUMINOUS? 4437 1
Retrospective claims. D '
analysis®

Retrospective claims ] .

analysis*
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AURA Study

In real-life use of anti-VEGF therapy, poorer visual outcomes compared
with clinical trial outcomes
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Unmet Need in Wet AMD

* Durable medicines that can be clinically effective and

decrease injection burden

Nearly 27M intravitreal (IVT) anti-VEGF injections will be
administered in 2020 to treat retinal diseases

« Of the estimated 27 million IVT injections that will
Estimated Global IVT Injections (2017-20E) be performed in 2020

Number of injections
+~60% are for wet AMD
25 2™
~2am *~30% are for DME

~22M

« remainder mostly RVO

«IVT injections in wet AMD patients are well

. - . - established and penetrated

«IVT injections in DME patients are estimated to
be half-way saturated with room for further
growth

+Non-proliferative diabetic retinopathy is unmet
need

2017 2018 2019 2020E

«Longer durability medicines may be helpful

Anti-VEGF with
Increased Durability

(Sustained Delivery)

Office Based

Intravitreal
Injections

Faricimab KsI-301 Gene Therapy

Blocks VEGF and Anti-VEGF TR
Ang 2 Bioconjugate

Port Delivery
System (PDS)

Ranibizumab

Operating Room
Required

Gene Therapy
RGX-314
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Faricimab: First Bispecific Antibody Designed for Intravitreal Use
Engineered for efficacy, duration within the eye, and fast systemic clearance

1 molecule, 2 targets

Anti-VEGF-A Fab

+ Proven efficacy through
VEGF-A inhibition

Anti-Ang-2 Fab

+ Enhanced activity
through Ang-2 inhibition

Optimized Fc
+ Faster systemic clearance
+ No effector function

TENAYA! and LUCERNE?

Wet AMD Phase 3 Clinical Trial Program
2 Identical, Randomized, Multicenter Trials

Anti-VEGF treatment-naive patients with nAMD,
BCVA 20/32 to 20/320

(n~cdtggr sty

R
11

Arm B:

Treatment Afiibercept
Q8w

Arm A:
Faricimab Q16W flex”

Opiectes c:"mnirsj:r

TENAYA! and LUCERNE?

Wet AMD Phase 3 Clinical Trial Program of Faricimab

Tenaya  DURABILITY AT WEEK 48 LUCERNE

' 32.9

~GBW - QI2W - Qlew ~GBW - Qi2W - Q16w

>

34

TENAYA! and LUCERNE?

Wet AMD Phase 3 Clinical Trial Program
DURABILITY AT WEEK 48
TENAYA

+ Faricimab was non-inferior to
aflibercept at week 48

* 45% of eyes dosed Q16W with
faricimab

« Safety:
« 2% intraocular inflammation with
faricimab
* 1.2% intraocular inflammation
-CBW Q12w - Q16w with aflibercept

34
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oy . . KSI-301 Phase 1b Study — Year 1 Results
Extended Durability in Exudative Retinal Key Questions

Diseases Using the Novel Intravitreal Anti-VEGF
Do the data support the potential for KSI-301 to meaningfully advance the

AntlbOdy BIOPOIymer conquate KS1-301 treatment paradigm for major retinal vascular diseases?
ki J Study in Patients with wAMD, DME and RVO VCan KSI-301 provide the expected efficacy gains in line with
Year 1 Results current anti-VEGF agents?

, \
Can KSI-301 achieve clinical durability of 6-months or longer

in the majority of patients, and with fewer loading doses?
\

-

Diana V. Do, MD N
Profeseat :m,,:.h,.m.og, Does KSI-301 have the excellent safety profile expected for
i o] intravitreal anti-VEGF agents ranibizumab and aflibercept?

\

y School of Medicine

KSI-301 shows impressive and consistent durability across

retinal vascular diseases in Year 1

Current anti-VEGF agents depend on
high-frequency treatment to be most efficacious

Mean number of injections required in Year 1 — - ~N
2 in every 3 patients are ona
92 97 94 > 6-month treatment-free

8.0 ar 71 8.1 8.1 interval at Year 1
a2 .
Maintenance . \_ after only 3 loading doses )
doses

Intervalat wAMD DME RVO

Monthly Year 1 ) n=32 n=32

loading doses >6

- 66% | 69% | 66%

WAMD DME? RVO? months
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KSI-301 Phase 1b Study Design

Randomized, open label study to evaluate
KSI-301 multidose safety, efficacy & durability

. . DME (n=35) —
Clinical Data —T—

1 1
130 patients dosed in Phase 1a/1b Program (sl-301 25mg (50 )] [ KSI-301 5 mg (100 L) )
168+ patient years of clinical experience
Weeks i} 4 8 12 to 72 (months 3 to 18) 76 to 148 (months 19 to 36)
Monthl itoring with Monthl itoring with
0 @@ prolocl g reneam proosol g rrsam

KSI-301 Phase 1b Retreatment Criteria Baseline Characteristics

* WAMD N wAMD Cohort

Increase in CST 275 um with a decrease in BCVA of 2 5 letters compared to Week 12, OR Variable

Decrease in BCVA of > 5 letters to Day 1, due to wAMD activity, OR

Decrease in BCVA of 2 10 letters compared to the best prior BCVA, due to worsening wAMD activity, OR Age, mean (SD), years 77.9(10.5) 59.7(11.7) 636 (12.6)

Smonthe have elapsed since the last Gender, n (%), female 32(62.7) 14 (40.0) 13(37.1)
= DME and RVO Race, n (%), White 48 (94.1) 28 (80.0) 31(88.56)

Increase in CST 275 ym with a decrease in BCVA of 2 5 letters compared to Week 12 or the prior visit, OR BCVA, mean SD , ETDRS

Decrease in BCVA of 2 10 letters compared to the best prior BCVA, due to worsening DME/RVO disease letters (SD) 63.3(13.3) 66.8 (10.2) 54.9 (15.4)

activity

For all subjects, investigators can retreat at their Snellen equivalent ~20/50 ~20/50 20/80
discretion if significant disease activity is present that
g y .p \ Snellen 20/40 or better, n 20(392) 16 45.7) 6(17.1)
does not meet the above criteria (%)
S e J.OCT CST, mean.(SD). ..o b ganyamore vesbon cor graspgaquees p—




KSI-301 Phase 1b
wAMD
Year 1 Data
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Efficacy of KSI-301 in Wet AMD
Change from baseline to Week 52 in mean BCVA & OCT

BCVA
ETDRS letters

OCT CST
microns

75

1
70
1
) /__;/k——%——‘—{—\w__‘}/ﬂn
f 20/40
60
o 4 8 12 16 20 24,,28 32 36 40 44 48 52
500 Jeeks
450
0
-105
350
0 Neso

5 0 mean injections
- in Year 1

Durability of KSI-301 in Wet AMD
80% of patients received 2 or fewer retreatments in Year 1

in Year 1

Individualized
doses

Monthly loading
doses

KS 1-301

5 0 Mean injections

100 54% of patients
required only
1 retreatment

Percentage of patients (%)

Number of individualized doses in Year 1

Percentage of patients (%)

Durability of KSI-301 in Wet AMD

Distribution of retreatment intervals at Year 1

66% of patients were on a
80 6-month treatment-free

interval at Year 1 \ 660

140

80
6.0
o
1 2 3 4 5 6

Treatment interval at Year 1




KSI-301 in wAMD: the majority of patients can achieve

Ks1-301

25mg
(n=12)

Ks1-301

5mg
(n=38)

Total
(n=50)

<2-month interval
@ 3-month interval

6-month durability

Overall Time on Study (weeks)

L N T I T | (c ol ot Year 1°  n=50

1 month

2%

3/28/21

2 months

14%

3 months or longer

84%

4 months or longer

78%

5 months or longer

74%

6 months

66%

4-monthinterval 4 Capped relreatment at6 months  <iscontinuation

-month interval I Current follow-up (<6 months)

80% have achieved a
6-month treatment-free
interval at least once
during follow-up

KSI-301 Phase 1b
DME

Year 1 Data

BCVA
ETDRS letters

OCTCST

Efficacy of KSI-301 in DME

Change from baseline to Week 52 in mean BCVA & OCT

0 4 8 12 16 20 24,28 32 36 40 44 48

+7.6

~20/3

52

-136

" (4

" in Year 1

mean injections

Durability of KSI-301 in DME

90% of patients received 2 or fewer retreatments in Year 1

o0 50% of patients
did not require

4 0 Mean injections
. any retreatment

in Year 1

Individualized
doses

Monthly loading
doses

Percentage of patients (%)

KS 1-301




Durability of KSI-301 in DME

KSI-301 in DME: 3 loading doses can provide sustained
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Distribution of retreatment intervals at Year 1

100
69% of patients were on
£ w0 a 6-month or longer
£ treatment-free interval ““wg  os
£ e at Year 1
g
s
& 40
H
8
& 2
94 63 94
31 31
. || |
1 2 3 4 5 6 months
month month s month s month s month s orlon ger

Treatment interval at Year 1

disease control of 3 to 6+ months

“vm ime em wdy (weeks!

D L T T T S S ROl | (c val at Year 1°

1month | 3%

2months | 3%

3 months or longer | 94%

4 months or longer |  84%

5 months or longer | 78%

<2-month interval

@ 3-month interval

6 months or longer | 69%

—_—

81% have achieved a
6-month or longer

4-month interval 4 26- h

@ S-month interval 11 Current follow-up (<6 months) least once during follow-up

free interval at

disease control after only 3 loading doses is also seen in
proliferative diabetic retinopathy

DAY 1 WEEK 12 WEEK 72
Proliferative DR (DRSS 71) Non-Proliferative DR (DRSS 53) Non-Proliferative DR (DRSS 53)
KSI-301

5mg
3 loading
doses

Regression from PDR to NPDR
Fast and substantial (3-step)

p! 3 d for 18 h
with only 2 additional doses

(26-week mean retreatment interval)

Peripheral ischer

KSI-301 Phase 1b
RVO
Year 1 Data




Efficacy of KSI-301 in RVO

Change from baseline to Week 52 in mean BCVA & OCT

+22.2
~20/32

BCVA
ETDRS letters

0 4 8 12 16 20 24 28 32 36 40 44 48 52

7500 Weaks
650

-

B 2550

=5 BRVO n=19

Q g 450 -

8E CRVOn=15 357

N=34

1.7

Individualized doses

mean injec
in Year 1
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Durability of KSI-301 in RVO

72% of patients received 2 or fewer retreatments in Year 1

4 7 Mean injections
- in Year 1

Individualized
doses

Only 28% of patients
60 required more than 5
total injections in Year 1°
Monthly loading
doses

Percentage of patients (%)

KS 1-301

Durability of KSI-301 in RVO

Distribution of retreatment intervals at Year 1

KSI-301 in RVO: 3 loading doses can provide

66% of patients were on

80 a 6-month or longer
treatment-free interval N, s
60 at Year 1

Percentage of patients (%)

= - = =
0

1 2 3 4 5 6 months.
month month s month s month s month s orlon ger

Treatment interval at Year 1

sustained disease control of 2 to 6+ months

ML [nterval at Year 1°  n=32

——
KSI-301 = 1month | 3%
25mg
(0=9) 2months | 9%
3 months or longer | 87%
KSI-301 4 months or longer |  75%
28
(n=25) 5 months or longer |  69%
6 months or longer | 66%
Total
(n=34)

69% have achieved a
6-month or longer
<2-month interval 4 4-month interval 4 26-month < tr free interval at

@ 3monthinterval 4 S-month ntorval 11 Gurent ollow-up (<6 morihs) least once during follow-up
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Antibody Biopolymer Conjugates (ABC)

Biologics precision-engineered for increased durability and efficacy

SAME WHERE IT MATTERS
L Clinically proven targets
Antibody-based biologic

Singlo
QD sesine

Stable

Intravitreal: safest method
of administration

Optically clear, no residues

How can KSI-301 achieve
strong efficacy and remarkable

. nt dlinical respon:
ANTIBODY BIOPOLYMER CONJUGATE Fastand potent clinical responses
™
d ura bl I It 2 19G1 Antibody Branched, High Molecular A new set of integrated properties
H \mmunologically inert Wight, Optically Clear  — more than the sum of s pars -
Phosphorylcholine Polymer DIFFERENT WHERE IT COUNTS
| « Designed-in ocular durability
\4 v v « Designed-in rapid systemic clearance
~ rustured water reospecif
Natwre's | Structured water o ooy e picion SOOI L icavalabilty
switterion  micro-savironment docking

~ Improved biocompatibility

a T

KSI-301: Next-Generation anti-VEGF Integrated properties of ABC Platform are ideal for a long-

ABC Platform and higher dose for longer treatment duration acting intravitreal therapeutic

zumab  Bevacizumab Afiibercept KSI-301 More than the sum of its parts

R:

. " i Antibody Biopol Remarkable Excellent Retinal Deeper Inhibitory Fast Systemic
lecul dy fragment  Antibodh ] Y y
Molecule type Antibody fragment ibody fusion protein Conjugate (ABC) Intraocular Half-life' i y? tency Clearance*
Y u s o - b .
Molecular structure. € & samoom [, 5 0l e oo e
. ) g e s = Serscas H Bevacizumat
! i ; thmie E eyt
gho S ¢ o i -
Molecular weight 48 kDa 149 kDa 115 kDa 950 kDa FHING L D \ F 3
2 \ = (81-301
Clinical dose 0.3-0.5mg 1.25mg 2mg 5 Mg (oy weight of antbody) £ e ¥ H : i 3 e
[ an NS a
Equivalent molar dose 05 09 1 35 * H .
R . R (R B S S TTiwER
Equivalent ocular PK o7 ! ! 3 DAYS POST DOSING DAYS POST INJECTION LogiAntiocy] pM DAYS POSTINJECTION
Equivalent ocular
cohoaniration at 3 months 0.001 NA' 1 1,000

10



KSI-301 Phase 1b
Safety

. . 121 96
Subjects dosed  Total doses  Patient-years Complotod the  Phase 1b subjects at Week 12 or latar that
loading phase in  have received all three loading doses plus

130 710 168

3/28/21

Safety of KSI-301:

Excellent safety profile

Across the Phase 1a/1b program
oross the Phase 1a/lb progra Phase 1b at least one additional retreatment

Most AEs were assessed as mild and are consistent with profile of intravitreal anti-VEGFs
To date, 43 SAEs have been reported in 24 subjects — none drug related
Three ocular SAEs in the study eye, not drug related, all resolved
Worsening DME secondary to systemic fluid overload
Worsening cataract in a diabetic patient
Subretinal hemorrhage in a wAMD patient
Only two AEs of intraocular inflammation, both trace to 1+ vitreous cells, with complete resolution
Rate of 0.28% (2/710 injections)
No vasculits or retinal artery occlusion in either patient

e 0 4+ sanca 2002)

How do the Phase 1b Study
data inform the design of
KSI-301 pivotal studies?

KSI-301 Phase 1b data in treatment-naive patients inform the

design of Kodiak pivotal studies

(. Treatment-naive patients
3 loading doses in wWAMD and DME
Monthly visits

Maintained

.

.

N\

.

Only high dose (5 mg) advanced
Tighter disease activity criteria
Proactive dosing

Tighter dosing intervals

2 loading doses in RVO

Decreased subjectivity (treatment based
strictly on IRT)

High statistical power for non-inferiority

.

.

.

Optimized

.

.

.

11



KSI-301 pivotal program: long-interval dosing to meaningfully

change the treatment paradigm

Retinal Vein O
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Non-Proliferative

once every 2 months.
after 3 monthly loading doses.

DAZZLE Study'

KSI-301

once every 3, 4 or 5 months
after 3 monthly loading doses.

5 2

Minimum doses  Minimum doses
in Year 14 in Year 2¢

Diabetic
Wet AMD Macular Edema
Aflibercept Aflibercept

once every 2 months
after 5 monthy doses

GLEAM and
GLIMMER Studies®
KSI-301

once every 2 to 6 months
after 3 monthly loading doses.

4 2

Minimum doses  Minimum doses
in Year 14 in Year 2¢

Comparator

Aflibercept

once every month

KSI-301

once every 2 months or longer
after 2 monthly loading doses.

4

Minimum doses.
in Year 14

Now
Recruiting

Diabetic

comparator

Sham

GLOW Study

KSI-301

once every 6 months.
after 3 iniiating doses

4 2

Doses in Year 14 Doses in Year 2*

Starting in
1H2021

What is the potential impact
of KSI-301 in clinical practice
and patients’ lives?

KSI-301 has the potential to be the longest-acting

KSI-301 Phase 1b Study — Year 1 Results

intravitreal biologic

(2 in every 3 patients are ona )
2 6-month treatment-free
interval at Year 1
\_ after only 3 loading doses

J

Interval at
Year 1 n=50
26 o
months 66%

wAMD DME RVO

n=32 n=32

69% | 66%

Key Questions

The data support the potential for KSI-301 to meaningfully advance the
treatment paradigm for major retinal vascular diseases

Can KSI-301 provide the expected efficacy gains in line with
current anti-VEGF agents?

\

Yes

p
Can KSI-301 achieve clinical durability of 6-months or longer
in the majority of patients, and with fewer loading doses?

\

Yes

p
Does KSI-301 have the excellent safety profile expected for

Yes

intravitreal anti-VEGF agents ranibizumab and aflibercept?
\

12
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Sustained Drug Delivery

* Port delivery system (PDS)
— ranibizumab

* Gene therapy
— Subretinal delivery: RGX-314
— Intravitreal delivery: ADVM-022

PDS Mechanism of Continuous Delivery: Passive
Diffusion

« Continuous delivery
mediated by passive
diffusion

* Rate of diffusion is
concentration
dependent and
decreases over time

Follows Fick’s Law

passive
diffusion

Ladder Phase 2 Study Design:
Characterize the Treatment Effect, Durability, and Safety of the PDS

Patients With nAMD Responsive to Any Anti-VEGF Treatment=
N=220°
1
Randomized 3:3:3:2

PDS with
ranibizumab 40 mg/mL
n=62

Monthly intravitreal

PDS with
ranibizumab 0.5 mg.

n=41

ranibizumab 10 mg/mL
n=58

PR rerestment (el | [ womiy mectians

Time to first PDS refill . s
me tofirst DS refl Change from BL in BCVA Change from BLin CFT

Assessed when last patient completed month 9 visit

Safety

Primary Endpoint: Time to First PDS Refill

In the 100-mg/mL arni, 80% of patients went 26 months without requiring a refill

10 =
09

Median Time to First PDS Refill

08

3% o7 13.0 months
&
5z 06
z<
£% 05 -
2E Di——
5 E 8.7 months
& —_——
= PDS ranibizumab 10 mg/m.
02 s PDS ranibizumab 40 mg/mL.
01 PDS raribizumab 100 mg/mt.
00
o 3 6 s 2 15 18 21
Months

Mean time on study = 16.8 months for all PDS patients (>90% patient retention)

13
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PDS-Associated AEs: PDS Implantation Surgery and Refill Procedure
Well Tolerated by Patients

Postoperative vitreous hemorrhage rate reduced significantly after modified surgical procedure implemented
(n-e2) (n=63) (n=184)

MedDRA, Preferred Term, n (%)
Eypaiiaz

SiMonth  >IMonth  SiMonth >IMonth  StMonth  >IMonth  <1Month  >1Month

Vissotbemeine siore 610 (60.0%) 0 27 (286%) 0 35 (60.0%) 0 1122 (50.0%) 0
Yoo bemsitiage ater o 2052 (38%) 152(1.9%)  3/56(54%) 156(1.8%) 2/54 (3.7%) 0 7162 (4.3%) 21162 (1.2%)

Cataract”

Ladder Phase 2 Trial Summary

* In the PDS with ranibizumab 100-mg/mL treatment arm
— 80% of patients went 26 months until the first refill
— Median time to first implant refill was 15.0 months
— BCVA and anatomic outcomes were comparable to those of monthly

0 2(3.2%) 0 4(6.3%) 0 8(13.6%) 0 14(7.6%) i i ihi
Conjunctival bleb 3(4.8%) 0 2(3.2%) 1(1.8%) 0 0 5(2.7%) 1(0.5%) Intra‘/ltreal ranlblzumab
Conjunctival erosion 0 1(1.6%) 0 2(3.2%) 1(1.7%) 1(1.7%) 1(0.5%) 4(22%)
R atogenous retinal detachr 1(1.6%) 1(1.6%) 0 1(1.6%) 0 1(1.7%) 1(0.5%) 3(1.6%) . . . e
ociponivimeriiialll 50 | Gl | & o | 16 | st + PDS implant insertion surgery and refill procedure were well tolerated
Ifecions and infstt ) BRSNS
" ercopnamts ) 0 0 96D a 1m0 IR T — Systemic safety comparable to monthly intravitreal injections
\Draum iEioaing. and procedural
s sesapiize TN o 0 o | ey * The phase 3 program, Archway, using fixed 24-week interval dosing,
vl rtaction POk
Corfncivllonng i loak 0 o dtew o 5 o sy % began enrolling in September 2018
MgheCostas 12 w
PO = Port Delvery System with ranbizuman

mages courtesy of Dr. Regillo

PDS 1-Month Post-op Patient Images

Port Delivery System :
Phase 3 ARCHWAY Study

* PDS was non-inferior to monthly ranibizumab

* 98.4% of PDS patients were able to go 6 months without
needing additional treatment

* At primary endpoint,
— PDS arm gained 0.2 letters from baseline
— Ranibizumab monthly gained 0.5 letters

14
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ADVM-022 Designed for Continuous Delivery of Aflibercept by Single IVT Injection

AAV.7m8

Capsid engineered by directed evolution to target retinal cells
following IVT injection and deliver long-term VEGF inhibition

Gene Therapy ’

S RNA

Promoter Aflibercept . . B

Aflibercept expression cassette

Aflibercept

actory” approach

Transduced retinal cells
continuously express aflibercept

Designed to optimize
aflibercept expression

OPTIC Study in Wet AMD Majority of Patients Do Not Require Supplemental

Status

* 4 cohorts fully enrolled
« Follow-up to 92 weeks

Primary Objective
- Assess the safety and tolerability of a
single IVT injection of ADVM-022

Secondary Objective

+ Evaluate vision maintenance (BCVA)

« Evaluate anatomy (SD-OC

« Assess the need for supplemental

therapy
Day 1507 Day 1: ADVM-022 and and
Sbercept Efacy rceesament Efficacy Assessmant efcacy Asesstnant
rd
Baseline Assessment Treatment Evaluation Treatment Evaluation ) Treatment Evaluation
Weeks: 4 s 12 16 2 2 52 104
Supplemental Aflibercept (2 mg IVT) Criteri
(e DA 2 ENE] 1. Loss of 210 letters in BCVA from baseline that is attributed to
Cohort 2 (v=6)2x 107 low dose Oral, 13d intraretinal or subretinal fluid observed by the investigator

S —— 2. Increase in central sublfield thickness >75 pm from baseline

Eye Drops, 6wks

3. Presence of vision-threatening hemorrhage due to AMD

Cohort 4 (1=9) 6x 10" high dose Eye Drops, 6wks

Injection after Single IVT Injection of ADVM-022

Frequent ant-VEGF injecions prior o ADVM.022

Injection-free

000000

506000
000000
000000
600000

i
i
i

00000

888 }SCT,,,.M.,.

600000
080000 00000
000000 0000 0
080880 000100
0 G000
00000

00000

60000

50000

200" vg

7/9 Supplemental Injection-free

50000800 60RO €

¥

g 8/8 Supplemental Injection-free

Q000000 000100000 COT000
BO0000050 GOOC0O000 OBO1O OO0

000060 G

]
]
]
s
-
-
3

M 2 6 6 76 84 92 100104
Week relative to ADVM-022 injection End of Study

@ Ranibizumab @ Bevacizumab @ Unknown anti-VEGF" @ Afibercept O No Supplemental Injection Given

15
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ADVM-022 Safety

* No ADVM-022 elated non-ocular adverse events
* Intraocular inflammation
— Responsive to steroids

— Manageable with steroid eye drops

No evidence of vasculitis, retinitis, or vascular occlusions

Gene Therapy

RGX-314 Uses a Novel AAV8 Vector to Deliver an anti-VEGF Fab

NAV AAVS Vector ~ Gene Encoding
for anti-VEGF fab
+

L J Cell

AAV2 AAV8

anti-VEGF fab
Protein

Nucleus.

More Efficient Gene Delivery e RPE!

RGX-314 is Designed to Deliver a Gel

Encoding for an anti-VEGF fab Prof

1. Vandenberghe et al. 2011 Science Transiational Medicine

RGX-314 Phase l/lla wAMD Study Has Fully Enrolled 5 Dose Cohorts

Baseline assessment
SD-oCT
assessment

=

0o 1

6 0 “ i

121
t 11

administration

Previously Treated Subjects Requiring Frequent Injections

Dose 5
Mg -2 VY
Satety Satety satety
10°Geleye  review! ve  review! review!  16x10MGCieye  review'  25x10% GCleye

Subretinal Dosing Completed in 42 Subjects Across Five Dose Cohorts

1
'SD-OCT = spectral domain optical coherence tomography

16
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Dose Dependent Increase in RGX-314 Protein Observed Across Cohorts

As Measured from Aqueous Samples by ECL 1 Month post-RGX-314

500

400
o Loz
200
0+

Cohort 2 Cohort 3 Cohort 4 Cohort 5

1x10% GCleye 6x 10 GCleye 1.6 x 10" GCleye 2.5x 10" GCleye
n=6 12 n=12

RGX-314 Dose

Cohort 1

Mean RGX-314 Protein (ng/mL)

1.N=5 one subject in Cohort 1 i ot have agueous sample taken at Week &
2 17 post RGX-314

Cohort 5: Visual and Anatomic Outcomes

Best Corrected Visual Acuity (BCVA)

° = Stable to improved vision and OCT
I 4 Leters| on average
0 411
£ s = 75% (9 of 12) injection free at 5-6
) months

or mt M2 Mz me M5 me
Time i .
.

Highest cinical response observed

600

500
£ 400

0 68 ym

20

Dt oMt M2 M3 M4 M5 me
Time

0.8inj/5-6 mo
Cohort 5

* SD-OCT data read by a cenral reading center (uke Reading Cener).
1 sublectdcontinued afler 4 monins.

1266

Key takeaways from the RGX-314 Phase l/lla wAMD Clinical Trial

RGX-314 Phase I/lla wAMD study has fully enrolled 42 patients in 5 dose cohorts
Patients enrolled were severe wAMD requiring frequent anti-VEGF injections
Subretinal RGX-314 was well tolerated in 5 dose Cohorts

Dose dependent increase in ocular protein observed across cohorts

Cohort 3: subjects continue to demonstrate good vision and anatomic outcomes
over 1.5 years

Cohort 4: reduction in injection burden with stable to improved anatomic and visual
outcomes

Cohort 5: highest clinical response observed with 75% of subjects injection-free
with stable to improved anatomic and visual outcomes*

RGX-314 moving into Phase IIb trial for wet AMD, Phase Il diabetic retinopathy trial,
and in-office suprachoroidal delivery via SCS Microinjector™

* Data cut October 8. 2019 1

RGX-314 Program Next Steps

WAMD moving
to Phase IIb
Study by the
end of the year

IEL
Retinopathy
IND by
end of the year

RGX-314

Gene Therapy Expanding to evaluate SCS delivery
using Clearside’s proprietary, in-office

SCS Microinjector™

17



3/28/21
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