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Approaches to Improve or Maintain Vision in
Patients With nAMD

Pre-1980 Early 20005 2005 onward
No available Submacular Anti-VEGF agents
e SIC4) Numerous clinical
Rapid and No improvement trials have
progressive or preservation of demonstrated
vision loss! vision? efficacy and safety

1980-1990

Thermal laser

Retinal scarring,
scotoma, and
neovascularization

1. Fine SL.AmJ Ophthoalmol. 2005;139/3):405-420.

2. Hawkins 85, et al. Ophthalmology. 200811
3. presser N, 001:119(2)

(11):1967-1980.

Early 2000s
PDT

Slowed progression but no
VA improvement in most
patients?

198207
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Clinical Trials Have Demonstrated Efficacy and Safety of
Anti-VEGF Therapy

2006
ANCHOR!
MARINA?

Ranibizumab
superior to sham
or laser

2008
PIER®

Ranibizumab prn
superior to sham

1. Brown DM, et al. N Engl) bed. 2006;355{10):1432-1444
2. Rosenfeld ), et al. N Engl Med. 2006,355(14):1419-1431.
3. Regilo CD, et al. A J Ophthoimol. 2008;145(2):239-248.
. eler I, et al. Ophtholmology: 2012;119(12}:2537-2546
5.Ho AC, et al.Ophthalmology. 2014;121(11)2181-2192.

6. Dugel PU, et al. Ophth 2020,12701:72:84

2012
VIEW1/VIEW2*

Aflibercept
comparable to
ranibizumab

2020
HAWK/HARRIER®

Brolucizumab
comparable to
aflibercept

2013
HARBOR®

Ranibizumab prn inferior
to ranibizumab monthly
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Bevacizumab* @
Ranibizumab ’CI’:CR:&RZ/S
Aflibercept x:ga;{

Brolucizumab H*L‘;\;/‘l;/? .

* Used off-label to treat nAMD

1 Martin O, et al.Ophthaimology. 2012:115(7) 1383-1398.
2. Brown DM, et

5. Dugel PU, et al. Ophthaimology. 2020,127(172:34

Mean BCVA A at
2 Years, Letters

Dose

1.25mg

pmtd +78
Osine +6.610410.7 .
qdw -
ZIEKE +7.6t0+7.9 .
or q8w
Cre Lz +5.9t0 46.1 .

or q8w

2. witkinAl et s D

Current Standard of Care for nAMD Involves
Frequent Injections

Higher systemic adverse events with
bevacizumab vs ranibizumab
1.3%-2.1% endophthalmitis
6.4%-14.6% ocular inflammation > 1+

Endophthalmitis in < 1% in each group

Endophthalmitis < 1%
Inflammation 4.7%

Rare postmarketing reports of vasculitis®’

12

ANCHOR

] MARINA

sad

VA in Hallmark Phase 3 Clinical Trials

Mean Change in BCVA From
Baseline, Letters

neovasclr ge eated macar degeneration, 355, 1432- 1444, Copyright © 2006

VIEW1/VIEW2

Mean Change in BCVA
From Baseline, Letters

Mean Change in BCVA From Baseline,
Letters

ed macular

13




Current Anti-VEGF Agents and Treatment Methods:
Clinical Trials Compared With Real-World Outcomes

Pivotal Trials Real-World Evidence TAE Clinical Trials

2 113 g2 12

105

Ranibizumab

84
& 8 W Aflibercept

Mean Number
of Injections

Mean Change in BCVA From Baseline
at Month 12, ETDRS Letters

&~ S o o & Faurecourtesyof
RS o S & R
9 S <& &
ST FE S E oo xuppermann, wo,pho
> A &
n . s, el entia et
illes M . Holz FG, et al. Br J. Holz F¢ .
i i e 131
2015322014515, Deoos ot A Opthaol 217150163150, OV et Paprresentea 2015, viema, Aus, Al A et i
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Real-World Anti-VEGF Patient Outcomes:
Undertreatment Leads to Vision Loss Over Time

98,821 Eyes From 79,885 US Patients
Receiving Routine Intravitreal Anti-VEGF Therapy

..,g 211
g2, W m
58 R
£5 . 3 I Need for sustained
£ . 31 delivery

5

8 5 5.2

1 2 3 4
Time, years

sl 75 | 67 | 65 | 64|

Khanari A, et
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Top Unmet Needs Reported by Retina Specialists:
2018 ASRS PAT Survey (n = 743)

Reduce the
treatment burden

73% of retina specialists cite the need
N to reduce treatment burden

Long-acting/
sustained delivery

56% of retina specialists cite the need
for a long-acting anti-VEGF therapy

© Can Stock Photo / Shaycobs

© Can stock Photo / Asmati

Singh ., Stone 7. Abbreviation: PAT,Pref i Trends.
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Treat-and-Extend Strategies

TREX-AMD!
Ranibizumab (n = 60)
LUCAS?
Ranibizumab (n = 218)
Bevacizumab (n =213)
TREND?
Ranibizumab (n = 650)

CANTREAT*®
Ranibizumab (n = 580)

ATLAS?
Aflibercept (n = 40)

ALTAIR®®
Aflibercept (n = 225)

Proportion of Patients
eek Dosing

17% (2 years)

33% to 57% (2 years)

22.3% (1 year)

29.9% (1 year)
43.1% (2 years)
35% (1 year)
38% (2 years)

60% (2 years)

17,1(4)314-321. 2. Berg K, et 3. O

1 WykofCC, et
4 Kertes P, etal Kertes b, et . 138(3):244-250. 6, Kertes Pl

3.5, etal;

Retina Specialsts Jly 24-26, 2020, Virusl. 7. DeCraos FC_et 3. 017,150:142:150. 8. Wai KN, Singh RP.

ol 2019.1:1:6.9. Oh M, et

Ther, 2020373117317
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Intraretinal Fluid (IRF)

et , 2020,

Subretinal Fluid (SRF)

18

SRF Is Correlated With Better VA

IRF Is Inversely Correlated With VA,

CATT Trial Post Hoc Analysis

Any Fluid SRF
& 727279 Begnt 80 H en
) 6 5 nn’ 7 6
0 s g6 0 26l 2 616265 oy,
6 &
FE) 50
Fa0 2
e 30
2 2
10 10
o 0
Baseline  Yearl  Year2  Years Baseline  Yearl  Year2  YearS Baselne  Yearl  Year2  YearS
Suh-RPE Fluid
[l None [ Nonfoveal M Foveal 80 729 Tl 7
N=523 70 66363 o
&0
)
Fwo
<®
Jafe G, et al. Ophthalmology. 2019,126(2):252-260. 20
10
March 2124, 2019;Fot Lauderdal, L. o
Holekamp M. ReinaSpecalst. March 21, 2020, Accssed October 1, 2020
= o Boseline  Vearl _ Year2 _YearS
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BCVA Development Depending on Residual BCVA Development Depending on Residual
Foveal IRF Parafoveal IRF

IRF Is Inversely
Correlated With
VA, SRF Is
Correlated With o

Better VA ~ BCVADevelopmont Popending on Reskual  BCVA Developmant Dopanding on Reslul
1 Foveal SRF Parafoveal SRF

2020,61(7):3505. Copyright 2020 by The Associaion for Researchin
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Larger Fluctuations in Fluid Correlate With
Poorer Visual Outcomes

12 CATT/ HAWK/ | CEDAR/
BCATI/VAY IVAN HARRIER | SEQUOIA
10 & HAWK/HARRIER (2 Years) | (2Years) | (1Year)

CEDAR/SEQUOIA Quartile 1, pM <34 <27 <50
Quartile 2, uM 34-51.4 27-44 50-75

10.3
9.86
8.8
17.87
6.9
6 - 59 Quartile 3, M 515-80.6  44-68 75-100
o Quartile 4, M >80.6 268 2100
264 234
) I
o

Quartile 1 Quarti Quartile 3 Quartile 4
Larger fluid fluctuations
Evans AN, et al.AMA Ophihalmol. 2020:138(10)1043-1051,

Letters.

IS

Change in BCVA,

2020, Viual,

Wolfe 0, et al Pape
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Port Delivery System (PDS) With Ranibizumab

« Novel drug delivery
system/reservoir
« Permanent, refillable intraocular
implant
« Customized formulation of
ranibizumab
« Implant is surgically placed at the
pars plana
« Refills performed in office
« Enables continuous delivery of
ranibizumab into vitreous
« Passive diffusion follows
Fick’s law

Copyright 2019 by the American Academy of Ophthalmolaey.
Kaiser . Noverber

020; Virtul,
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Ladder Trial: 80% of Patients Went = 6 Months
Without Requiring a Refill in the PDS 100 mg/mL Arm

Primary End Point: Time to the first required PDS refill
Mean time on study = 22.1 montbhs for all PDS patients (range, 10.8-37.6 months)

Data unavailable; please refer to cited reference for more information

date or

EichenbaumD, etal,

; Time fIVT injection,
26,2020, virtua, at the time refilcriteia could not be assessed, and at the time of explant before the frst reil. b

23

Archway Phase 3 Trial
To evaluate noninferiority and equivalence of PDS 100 mg/mL q24w vs
intravitreal ranibizumab 0.5 mg monthly*

Patients with nAMD responsive to any anti-VEGF treatment
N =360"

Randomized 2:3 Change in BCVA score from baseline

averaged over weeks 36 and 40

Primary End Point

Intravitreal ranibizumab 0.5 mg PDS with ranibizumab Secondary End Points
monthly 100 mg/mL q24w -
neill i « Additional VA outcomes, average at
weeks 36/40 and 60/64
T l * Change in CPT from baseline over

‘ time and at week 36
+ Incidence and severity of ocular and
[ 1 systemic AEs, serious AEs, and AEs of
[ Week 96: Final visit | special interest
« Incidence and severity of PDS-
associated AEs

[ Weeks 36 and 40: Primary end point

* Noninferiority margin of 4.5 letters; equivalence margin of + 4.5 letters
*Target enroliment; enrollment ongoing

2020, vitual. Abbreviations: A, adverse event; CPT, center point

24

Primary End Point: PDS g24w Was Noninferior and
Equivalent to Monthly Ranibizumab for BCVA

Change in BCVA From Baseline Averaged Over Weeks 36 and 40, ETDRS Letters
PDS With Ranibizumab Intravitreal
100 mg/mL q24w Ranibizumab 0.5 mg g4w
(n = 248) (n =167)
Adjusted mean (95% CI) +0.2 (-0.7 to +1.1) +0.5 (-0.6 to +1.6) 0.3 (-1.7 to +1.1)

Data unavailable; please refer to cited reference for more information

Oant Lertor was

group, v, treatment
274 ETDRS ltters).

Abbreviatons: i, confidence nterval
yinual feriorit
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PDS g24w Maintained Vision and Controlled Retinal
Thickness Over 36 to 40 Weeks

Adjusted Mean BCVA Change From Baseline  Adjusted Mean CPT Change From Baseline

Mean of 5.0 Previous Anti-VEGF Injections Mean of 5.0 Previous Anti-VEGF Injections
Treatmel ETDRS Retinal
N A Treatment Thickness,
PDS with ranibizumab 744 20/32 m
Ba— 100 mg/mL g24w (n = 248) [Tl
aseline
Intravitreal ranibizumab 755 20/32 PDS W“;‘ ranibizumab 176.9
- - 100 mg/mL q24w (n = 248)
0.5 mg g4w (n=167) Bt o f . .
PDS with ranibizumab N ealianiolzune 177.4
Weeks 100 mg/mL g24w (n = 248) e AyER 0.5 mg g4w (n = 167)
36/40 Intravitreal ranibizumab PDS with ranibizumab 182.3
76.0 | 20/32 100 mg/mL q24w (n = 248) :
0.5 mg q4w (n=167) Week 36 ‘ | ) )
ntravitreal ranibizumal 180.0
- 0.5 mg g4w (n = 167)
ein bl SOn & 7 ToRs r 4 TR et
Leamsochiaror. pager resentedat Meetingof the American Socity o e st ly 2426, 2020 Vil
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Ocular Adverse Events of Special Interest”

‘ PDS implant insertion and refill-exchange procedures were generally well tolerated

s
PDS With Ranibi b 100 . -~ . -~ "
fth Rani ‘(’:T;AB} Predominately subconjunctival thickening;

all cases classified as nonserious

MedDRA Preferred Term,

Time From Surgery

<1Month >1 Month Total®
Conjunctival bleb/
Conjunctival filtering bleb leak 11 (4.4%) 6 (2.4%) 16 (6.5%) o
Vitreous hemorthage 12 (4.6%) 1(0.4%) 13 (5.2%) 4(2.4%)
Cataracts 1(0.4%) 9(3.6%) 10 (4.0%) 6(3.6%)
Conjunctival erosion 1(0.4%) 5 (2.0%) 6(2.4%) 0
Conjunctival retraction 1(0.4%) 4(1.6%) 5(2.0%) 0
Endophthalmitis 0 4(1.6%) 4(1.6%) 0
Rhegmatogenous retinal
focematoge 1(0.4%) 1(0.4%) 2(0.8%) 0
Hyphema 1(0.4%) 0 1(0.4%) 0

+ Al cases of vitreous hemorrhage resolved spontaneously; no cases required vitrectomy
* 1o0f 248 PDS-treated patients had irreversible vision loss due to an AE (Enterococcus faecalis endophthalmitis)
+ 1PDS patient experienced device dislocation into the eye during a refill-exchange procedure; following removal, the patient’s vision returned to baseline

. colurmn,
Al data through week 40

Campochiaro . Paper presentedat: 38th July 24-26, 2020, Vi,
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Ocular Adverse Events of Special Interest”

‘ PDS implant insertion and refill-exchange procedures were generally well tolerated ‘

Intravitreal

PDS With Ramh\(zumaljsl)oﬂ mg/mL q24w mab 0.5 mg qdw
7

n
MedDRA Preferred Term, (n=167)

n (%)

%) Time From Surgery
EMEniH SHTEaH All cases resolved spontaneously;

none required vitrectomy
11 (4.4%) 6(2.4%) —

Conjunctival bleb/
Conjunctival iltering bleb leak

Vitreous hemorrhage 12 (4.8%) 1(0.4%) 13 (5.2%) 4(2.4%)
Cataracts 1(0.4%) 9(3.6%) 10 (4.0% 6(3.6%)
Conjunctival erosion 1(0.4%) 5 (2.0%) 6 (2.4%) 0
Conjunctival retraction 1(0.4%) 4(1.6%) 5(2.0%) 0
Endophthalmitis o 4(1.6%) 4(1.6%) 0
Rhegmetogero St 1(0.4%) 1(0.4%) 2(0.8%) 0
Hyphema 1(0.4%) 0 1(0.4%) 0

« Al cases of vitreous hemorrhage resolved spontaneously; no cases required vitrectomy
* 10f 248 PDS-treated patients had irreversible vision loss due to an AE (Enterococcus faecalis endophthalmitis)
+ 1PDS patient experienced device dislocation into the eye during a refill-exchange procedure; following removal, the patient’s vision returned to baseline

Al datathrough week 40

Campochiaro P. Paper presented at: 38th 2020; virtua.
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Ocular Adverse Events of Special Interest”

‘ PDS implant insertion and refill-exchange procedures were generally well tolerated

Intravitreal

PDS With Ranibizumab 100 mg/mL 624w R b Ol
(n=248) ks

MedDRA Preferred Term,
o)

n (%)

Time From Surgery
<1 Month > 1 Month

11 (4.4%) 6 (2.4%)

Cataract rates comparable across arms;
no cases of traumatic cataracts

Conjunctival bleb/
Conjunctival filtering bleb leak

13 (5.2%)

Vitreous 12 (4.8%) 1(0.4%) 4(2.4%)

[ cataracts 1(0.4%) 9 (3.6%) 10 (4.0%) 6(3.6%) |
‘Conjunctival erosion 1(0.4%) 5 (2.0%) 6 (2.4%) 0
Conjunctival retraction 1(0.4%) 4(1.6%) 5 (2.0%) 0
Endophthalmitis 0 4(1.6%) 4(1.6%) 0
o] 1(0.4%) 1(04%) 2(0.8%) 0
Hyphema 1(0.4%) 0 1(0.4%) 0

* Al cases of vitreous hemorrhage resolved spontaneously; no cases required vitrectomy
* 10f 248 PDS-treated patients had irreversible vision loss due to an AE (Enterococcus faecalis endophthalmitis)
* 1PDS patient experienced device dislocation into the eye during a refill-exchange procedure; following removal, the patient’s vision returned to baseline

: each column,
Al data through week 40

i RetinaSpecialsts 2020, Viral
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Ocular Adverse Events of Special Interest”
‘ PDS implant

sertion and refill-exchange procedures were generally well tolerated ‘

Intravitreal

izumab 100 mg/mL q24w
(n = 248)

(n=167)
Time From Surgery
al Total*
ol

MedDRA Preferred Term,

Conjunctival bleb/
Conjunctival filtering bleb leak 11 (4.4%) 6 (2:4(" 9 cases were addressed with flap revisions or coverage of
Vitreous hemorrhage 12 (@.8%) 10. implant flange with partial thickness cornea

Cataracts 1(0.4%) 9(3.6%) 1
Conjunctival erosion T(0.4%) S(2.0%) 5 (2.4%) 0
Conjunctival retraction 1(0.4%) 4(1.6%) 5(2.0%) 0
Endophthalmitis 0 T(16%) T(16%) 0
I S 1(0.4%) 1(0.4%) 2(0.8%) 0
Hyphema 1(0.4%) 0 1(0.4%) 0

+ Al cases of vitreous hemorrhage resolved spontaneously; no cases required vitrectomy
* 1o0f 248 PDS-treated patients had irreversible vision loss due to an AE (Enterococcus faecalis endophthalmitis)
+ 1PDS patient experienced device dislocation into the eye during a refill-exchange procedure; following removal, the patient’s vision returned to baseline

. colurmn,
Al data through week 40

Campochiaro . Paper presentadat: 38th July 24-26, 2020, Vi,
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Ocular Adverse Events of Special Interest”

‘ PDS implant insertion and refill-exchange procedures were generally well tolerated ‘

Intravitreal
0.5 mg qdw
67)

umab 100 mg/mL q24w
n =248)

MedDRA Preferred Term,
n (%)'

Time From Surgery Totalt tal
of
<1 Month

11 (4.4%)
12 (4.8%)

Conjunctival bleb/
Conjunctival filtering bleb leak
Vitreous hemorrhage

* 3 of 4 cases were related to conjunctival retraction
* 10f 4 cases associated with irreversible vision loss
* 3 of 4 cases vision returned to baseline

Cataracts 1(0.4%) « 2 of 4 patients remained on PDS treatment

Conjunctival erosion 1(0.4%)

Conjunctival retraction 1(0.4%) 5(2.0%) g
[[Endophthaimitis 0 Z(1.6%) Z(1.6%) 0

Rhegmatogenous retinal 1(0.4%) 1(0.4%) 2(0.8%) 0

Hyphema 1(0.4%) 0 1(0.4%) 0

« Al cases of vitreous hemorrhage resolved spontaneously; no cases required vitrectomy
* 10f 248 PDS-treated patients had irreversible vision loss due to an AE (Enterococcus faecalis endophthalmitis)
+ 1PDS patient experienced device dislocation into the eye during a refill-exchange procedure; following removal, the patient’s vision returned to baseline

Al datathrough week 40

Campochiaro P. Paper presented at: 38th 2020; virtua.
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Ocular Adverse Events of Special Interest”

‘ PDS implant insertion and refill-exchange procedures were generally well tolerated ‘

ntravitreal
33110" mg/mL 624w Ranibizumab 0.5 mg q4w
Time From Surgery
al* Total*
ol
0

11 (4.4%) 6 (2.4%) 16 (6.5%)

MedDRA Preferred Term,

Conjunctival bleb/
Conjunctival filtering bleb leak

Vitreous hemorrhage 12 (4.8%) 1(0.4%) 13 (5.2%) 4(2.4%)
Cataracts 1(0.4%) 9(3.6%) 10 (4.0%) 6(3.6%)
Conjunctival erosion 1(0.4%) 5 (2.0%) - -
Conjunctival retraction 1(0.4%) 4(16%) 2 of 2 cases repaired with vitrectomy
Endophthalmitis 0 4(1.6%) .

heEmEtope el 1(0.4%) 1(04%) 2(0.8%) 0
Fyphema T(0.4%) 0 T(0.4%) 0

* Al cases of vitreous hemorrhage resolved spontaneously; no cases required vitrectomy
* 10f 248 PDS-treated patients had irreversible vision loss due to an AE (Enterococcus faecalis endophthalmitis)
* 1PDS patient experienced device dislocation into the eye during a refill-exchange procedure; following removal, the patient’s vision returned to baseline

each column,

Al data through week 40

36ih Annual Meeting Retina Specialsts, 2020, Viral

32

PDS With Ranibizumab

« Proof of concept for efficacy
« Reasonable risk profile
« Optimize surgical procedure
« Scleral dissection followed by laser
ablation of the pars plana
« Conjunctiva and Tenon dissection at
peritomy and anchorage of both
layers to limbus during closure

« Extensive surgical training

2020; Virual.

paper
Eichenbaum DA, et a. Paper Presented a: Retina Society 2020; August 25-September 22, 2020; Virual
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Sustained Drug Delivery Options: Gene Therapy

RGX-314 ADVM-022

¢ Phase 1/2a (nAMD) e OPTIC phase 1 (nAMD)

34



RGX-314 Gene Therapy: Overview

O NAVAAVE
vector

RPE Cell

Anti-VEGF fab

, 2020; Virual

Letal ol e 201 er
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Phase 1/2a Trial of RGX-314 in Previously Treated NnAMD
[ escineasesment| I l

Anti-VEGF prn Rescue Injection Crite
, . . ;
} } } t

+ + pommmeees &

. 3 1 3 106
Weeks t
Previously Treated Patients Requiring Frequent Injections O safety review

3
3x10°GC/eye 1x10°GCleye 6x101°GC/eye 1.6 %1011 GC/eye 2.5x 10 GC/eye
Subretinal dosing completed in 42 patients across 5 dose cohorts

Primary End Point Secondary End Points

Incidence of ocular and nonocular AEs Safety .
(26 weeks) (106 woeks)  Change in BCVAfrom BL - Change in CRT from BL

Abbreviatons: L, baselne; AT, centra etnal thickness;

Knanani AM. , 2020, Virual.
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RGX-314 Phase 1/2a: Mean Change in BCVA

Mean Change in BCVA from Baseline

m Cohort 1
Cohort 2

m Cohort 3

Baseline, Letters

m Cohort 4

Mean Change in BCVA From

m Cohort 5

COHORT * 4 patients (67%) injection free 9 months after RGX-314

(n=6) * 3 patients (50%) injection free > 2 years after RGX-314

Kanani A, 26, 2020, Vil
Regenibi, Octaber 10, 2019. Accesed October 23, 2020, htos/fos.netfw- content/uploads/2019/10/REGENXHIO.FINAL 10 8.0
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Treatment Burden Reduction With RGX-314

Mean Change in Annualized Injection Rate Before and After RGX-314

Tre:t?éi::rm Before RGX-314 (Ch:::er :rum (Cha\’:gaer :rom
Before RGX-314) Before RGX-314)
gqu?GIC/eve (n=6) o 9.8 (+ 1.8%) 10.3 (+9.5%)
fjhfz;: éC/eye (n=6) 105 8.2 (-11.5%) 9.3 (-2.7%)
g:qg: gC/eye (n=6) R 2.2 (-68.4%) 2.8 (-62.2%)
5.06'10;;1"‘ GC/eye (n=12) 10.2 4.1(-61.3%) =
g.:’lolrl:‘?GC/eve (n=12) 9.9 1.4 (-84.5%) -

Khanani Al 26,2020, Virtual.
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RGX-314 Phase 1/2a: Overall Safety

» RGX-314 well tolerated across all doses (n = 42); no serious treatment-emergent AEs

« No reports of clinically determined immune responses, drug-related ocular inflammation, or
postsurgical inflammation beyond what is expected following routine vitrectomy

Common Ocular AEs in Study Eye

80%
69% 67%

60%

40% 36%

20% 17% 17% 17% 17%

B B B

Retinal Eyeirritation  Eye pain Retinal

conjunctival  pigmentary  inflammation VA reduction hemorrhage
hemorthage  changes

Khanani Al 2020; virual.
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ADVM-022: AAV Gene Therapy Vector

Viral Vector Engineered to Deliver Aflibercept

O AAV2.7m8 Target Retinal Cell Expresses Aflibercept

vector

+

RNA
s cvv Codon-Optimized Aflibercept
Promoter ‘
) |:: >

N

Aflibercept is

T
Aflibercept Expression Cassette

produced in
l retinal tissues
and can be
AAV2.7m8- measured in the
C11.CO.aflibercept vitreous humor

(ADVM-022)

Grishanin §, et al. Mol Ther. 2015,27(1}:118-125. i

40



OPTIC: Phase 1, 2-Year Multicenter Dose-Ranging Study of
ADVM-022 in Previously Treated nAMD

Secondary Objectives
Primary Objective * Evaluate vision (BCVA)
« Assess the safety and tolerability of a «  Evaluate anatomy (SD-OCT)
single IVT injection of ADVM-022 +  Assess the need for rescue therapy
Day1: 24-Week Safety and 52-Week Safety and
ADVM-022 Efficacy Assessment Efficacy Assessment
Weeks: 4 8 12 16 20 24 52 104

Oral steroid prophylaxis*: Cohort 1 (6 x 10V vg/eye, n = 6) and Cohort 2 (2 x 107 vg/eye, n = 6)
Steroid eye drop prophylaxis': Cohort 3 (2 x 107 vg/eye, n = 9) and Cohort 4 (6 x 10! vg/eye,

-9)

Patients Received Rescue Aflibercept (2 mg IVT) if Any of the Following Criteria Were Met:
1. Loss of > 10 letters in BCVA from baseline that is attributed to IRF or SRF observed by the

* Subjects received prophylaxis of 60 mg of oral prednisone for investigator
6 days starting at day -3, folowed by 7-day taper 2.Increase in CST> 75 pm from baseline
! Subjects received prophylaxi of aid diflprechate eye drops 3. Presence of vision-threatening hemorrhage due to AMD.

for 3 weeks starting at day 1, followed by a 3-week taper

Octaber 2.4,2020; Vitual. Abbreviatons: ST, central ubfield thckness
ClincalTits.gov. Novembr 21, 2018, Updated May 15, 2020. Accessed October 1 2020. s clinicalrias ou/c2/show/NCTO3748784 ]
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Cohorts 1 to 3: BCVA and CST Outcomes

1 leye, n = 6) (2x10 6) (2x10

e 6 6 9
Ml GHf S (5 from week 56 to 72) (5 for week 36 and 40 visits) (8 for weeks 4, 16, and 20)
TS 64-84 52-56 20-40
P, (median: 72) (median: 52) (median: 36)

Rescue-free patients, % 100 (6/6) 50 (3/6) 78 (7/9)
Mean BCVA change from
baseline, letters

All patients -3.2 -2.0 +4.0

Rescue-free patients +0 +6.4
Mean CST change from
baseline, um

All patients -21.0 -24.8 -118.6

Rescue-free patients 8.3 -152.7

KhananiAv. tober 2.4,2020 Virual Datals ot 2070
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Safety Summary Across Cohorts

+ No ADVM-022-related nonocular AEs
« No deaths or discontinuations in OPTIC

« When observed, inflammation has been responsive to and manageable with steroid eye
drops
« Minimal early inflammation with steroid eye drop prophylaxis in cohorts 3 and 4

« No clinical or fluorescein angiographic evidence of posterior inflammation
« No vasculitis, retinitis, choroiditis, vascular occlusions, or endophthalmitis

« All ADVM-022-related ocular AEs were mild (78%) to moderate (22%)
- One AE of special interest, moderate recurrent uveitis, was deemed to be related to ADVM-022 and
was responsive to steroid eye drops (cohort 1)

« One unrelated ocular serious AE of retinal detachment surgically repaired and resolved
(cohort 1)

« Two patients had mild AEs of IOP elevation that resolved

Khanani At 02 24,2020, Viral.
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Substantial Reduction in Annualized Anti-VEGF Injection
Frequency Following ADVM-022

® Mean Prior Annual Rate Mean Post ADVM-022 Annual Rate

o 100
87% Reduction
100% Reduction
13
0

High Dose (Cohort 1) Low Dose (Cohorts 2+3)
N=15

Mean Annualized Number of
Anti-VEGF Injections

Annualized rate (prior) = (number of VT inections in 12 months prio to ADVM-022) / (days from the first VT njection inthe past 12 months to ADVM-022 / 365.25).
Annuaized rate (post) = (number of afibrcept VT injectons since ADVM-022) / (days from ADVL022 tothe last study follow-up / 365.25).

020 Virtual Meeting; October 2-4, 2020; Virual
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