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Retinitis Pigmentosa
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» Affects 1 in 3,000-
5,000 individuals

* Rods degenerate
initially with
subsequent

neration of
dege eration o Patients experience night blindness followed by loss of

cones and RPE peripheral and then central vision - legal blindness occurs
in the 4t or 5t decade of life'-3
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Retinitis Pigmentosa type 11

¢ 1-3% of RP
PRPF31 PRPF31 PRPF31

« Caused by mutations on the oA A Protein
PRPF31 gene O = SN = P

 Autosomal dominant inheritance -

* VP-001: a RNA therapeutic that
leads to upregulation of PRPF31



Experimental treatment of RP11 using VP-001

Progress to date >
Phase 1a SAD > Open Label > Phase 1b MAD Study > Phase 2/3 Study!
Extension

GRS Wallaby > * Safety & Tolerability
e Efficacy
» Safety & Tolerability * Primary: Low-Luminance Visual Acuity
e Efficacy * Secondary: Microperimetry

* Low-Luminance Visual Acuity
* Microperimetry N

Open-Label Extension Study
Long term (24-month treatment period)?

DINGO >

Natural History Study (Quokka) >

Chen et al. Presentation 5499
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Patient 1

(005-1-002, Platypus/Dingo)

Patient 2
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Patient 1
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Evaluate retinal structure and function in PRPF31-
associated retinitis pigmentosa before and after
unilateral treatment with experimental VP-001



Patient 2 Baseline, Pre-treatment




Patient 2: Degenerative microcysts over time

Baseline, Pre-treatment

Injected eye



Patient 2: Degenerative microcysts over time

Baseline, Pre-treatment

iy

Control eye



Patient 2: Degenerative microcysts over time

Post-injection 3, 17 weeks

Injected eye Control eye



Patient 2: Degenerative microcysts over time
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Patient 2: Peak cone density over time
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Patient 2: Peak cone density over time




Patient 2: Peak cone density over time

106,039 cones/mm?



Patient 2: Peak cone density over time
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Patient 2: Peak cone density over time

S AR T T ity O R S P *Arrows depict VP-001 injections

. e 5 . '..' ot & ... ..-.0. > ... . -.0.0. :' e '.'...'.°".
% . '0"‘ .0 1 R ‘..... .O. ..' g e .. el Be .. o ° ....c. :'. 150-
D". g .:’.’.“”. .' ...: o... P& vy .. s o O ENg o ke OR8¢ ': < o.
R e . oo L .
t‘ ‘ '.o.. 1 :..-.. o ...... o. . g p—
‘{‘. o SRR+ L » NE
h .-'n. ...... ....,. '.":‘i'..‘-. g o E
:t,..._'- . "‘_.',-.'0'-'.'1 . oo
L 2 § -— .
o~ o "-','-'I.'-‘ ol SRR ™ o L X 100} TN -0 == 0-=-_p
% ..ﬂ. ..‘ '. 4 . '.'l.‘-' ..; - & . -' . qcl’
...'o.o . ‘:. .- ',. > ° ". W ¢ e e @l : % .. o
e -'.. ."..‘.'. -?_' -; . ... o & Q
R AL . g, -
. ’.‘.. " .c .b. o .u.o'.' .: .'. .. .“_,
. ... ™ ~ ... . L] ... .. ° :
L s & B3 ° @ . » -.... s .'o . . o
'. > ° l.‘-‘:: . .‘. .o.‘.' . ol 4 . 0
0 ey 3 T IR oo e Q 50 =0 = 0D (Untreated)
.- .. . .' : .' E . .' .. X o‘ c. '. .: .. . . . ..-. .. & : 8 + OS (Treated)
P e c.‘ : : . .: . o'. .‘.. .'. .. ------ .o L - .. .. .; <
a.- .0. .‘. .."u .l:.:. ..." -.'...-.' L g
> L N .o.. . S ad .. .’.. *« o o '. [a
. 4 8 i . . .-.. o. . 8 o ¥
o - o ® b .- . © - " 5 o o .
u. . . . L] .n e :.... o @ 5% "N
.. - :p .-:'. ‘3 - . .0 % 1 L 1 1 L
A .o B = C . - - .. . O
437 PN e N . aat 2 6 & @ N ul o
.8 .'. Sad? .v E B .... )" puite & @Q}\ {Q‘Z‘Q) \‘\Q.@ 4\@@ $®®
- L . . . L . e o = -
p ,’, . . . lb g i ) N A 2
“Aa*ale . :' P g o

.'.0‘ Tl i . 4 P . oo & o . .. . -
. e BN - DRt el i L L RN AL Timepoints

106,039 cones/mm?



Optoretinography

* Objective measure of photoreceptor function.

* An optical signal that occurs in response to a
visible stimulus.



Optoretinography
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Optoretinography
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Optoretinography
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Optoretinography
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Optoretinography, Patient 2 Baseline, OS




Optoretinography, Patient 2 Baseline, OS
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Optoretinography, Patient 2 Baseline

I Normal Control
[ OS (Treated)
I OD (Untreated)

ORG Amplitude

0-0.9 1-2 5-7
Eccentricity (Degree)

Baseline ORG amplitude is reduced from normal.



Optoretinography, Patient 2 over time
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Optoretinography, Patient 2 over time
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Optoretinography, Patient 2 over time
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Optoretinography, Patient 2 over time
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Optoretinography, Patient 2 over time
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Optoretinography, Patient 2 over time
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Optoretinography, Patient 2 over time
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Optoretinography, Patient 2 over time
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AO microperimetry



AO microperimetry

Image the retina with infrared illumination with
AOSLO.

Deliver a 550 nm stimulus to targeted locations,
repeatedly.

Stimulus size varied by eccentricity but remained
the same across time points for all locations.

Yes/No response for each trial.
QUEST adaptive staircase of 20 trials, 3 times.

100 trials using MOCS for intensities around the
expected sensitivity.



AO microperimetry
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AO microperimetry
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AO microperimetry
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AO microperimetry — sensitivity over time
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AO microperimetry — sensitivity over time
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Sensitivity over time, Patient 2
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Sensitivity over time, Patient 2
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Sensitivity over time, Patient 1
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Summary

Cone density ORG amplitude AQO sensitivity
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« Cone density, ORG amplitude, and AO sensitivity can be used to assess experimental
therapies for retinal disease.

« Cone structure and function were maintained or improved following treatment with VP-001.

« The data support future studies to assess VP-001 efficacy in additional RP11 patients.
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