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Executive Summary - Update on \VP-O01 for RP11

Introduction to VP-001 for RP11

1.

RP11 is a progressive and blinding eye disease for which there are no treatments available for patients
RP11 is caused by insufficient expression of one gene (PRPF31) in the retina

VP-001 addresses the underlying genetic cause of RP11 and leads to functional benefits in patient-
derived cell and organoid models

VP-001 is now generating data as the first drug candidate in clinical trials for RP11

4.

VP-001 is safe in all dose cohorts tested to date in humans
a. No serious adverse events observed; and
b. No significant changes in any ocular measurements, indicating safety of the drug candidate

Encouraging signs of efficacy signal observed (microperimetry data) in patient who received 30 ug
VP-001 — patient at earlier stage of disease progression than others in SAD

Protocol amendments filed with FDA to increase dosing of VP-001 in SAD and MAD



1.
2.

1. RP11 is a progressive and blinding eye disease for which there are no
treatments available for patients

Degenerative sight of an RP11 patient  Retinitis Pigmentosa (RP)'2
6 YEARSOLD @
* A severe and progressive blinding eye disease that begins in

childhood

26 YEARS OLD ¢ » Affects 1 in every 3,500 people (RP11 accounts for ~¥3% of RP)

7

* Patients experience night blindness followed by tunnel vision and
ultimately legal blindness
46 YEARSOLD ©

* There are no treatments available for patients with RP type 11 nor
are there any in clinical development

Daiger S et al. ‘Genes and Mutations Causing Autosomal Dominant Retinitis Pigmentosa’ Cold Spring Harb. Perspect. Med. 5 (2014)
Ellingford J et al. ‘Molecular findings from 537 individuals with inherited retinal disease’ ) Med Genet 53, 761-776 (2016)



2. RP11 is caused by insufficient expression of one gene in the retina

Unaffected individual RP11 patient’

PRPF31 PRPF31 PRPF31
DNA RNA Protein
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PRPF31 PRPF31 PRPF31
DNA RNA Protein
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Functional PRPF31 expression = 100% Functional PRPF31 expression = ~50%

1. Hafler BP, et al. Course of Ocular Function in PRPF31 Retinitis Pigmentosa. Semin Ophthalmol. 2016;31:1-2



3. VP-001 addresses the underlying cause of RP11 and leads to functional
benefit in patient-derived cell and organoid models

1. VP-001 is capable of completely rescuing the haploinsufficiency responsible for causing

the disease in patient-derived models
a) Upregulation of PRPF31 mRNA in RP11 iPSC-RPE
b) Upregulation of PRPF31 protein in RP11 3D organoid models

2. By correcting the PRPF31 gene insufficiency, VP-001 rescues both the appearance and
function of the affected cells in RP11 patient-derived models

1a) PRPF31 mRNA upregulation 1b) PRPF31 protein upregulation 2) Functional rescue of RPE morphology

PRPF31 mRNA Expression in Patient iPSC-RPE with VP-001 Day 6
Unaffected retina Retinitis Pigmentosa (RP) RP + VP-001 treatment

Unaffected #  RP11 1 RP11 + VP-001 i Scrambled control oligo oRPF31 Profen Immunoreac ity P11 Patent
- i X icontaraet BB 4 PRPF31 Protein Immunoreactivif y {
' 1+ Dose-dependent target gene rescue to wild type \evels: Confirms the VP-001 effect is on-target Retinal Organoid 28 days post VP-001 treatment
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Restoration of typical RPE morphology
with single dose of VP-001




Phase 1 First-in-Human Study of VP-001

\VVP-001 is now generating data as the first drug
candidate in clinical trials for RP11




PLATYPUS: Study Design
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Abbreviahons: DLT = dose hmiting toxicity; MTD = maximum folerated dose




PLATYPUS: Safety and Exploratory Efficacy Endpoints

éfety monitored by evaluation of: \ Gploratory efficacy evaluated using:

* QOcular and non-ocular adverse events (AEs) * Perimetry

* Clinical chemistry parameters * Microperimetry

* Best-corrected visual acuity (BCVA) « BCVA

* Perimetry * SD-OCT

* Microperimetry * Wide-field fundus photography

e Slit lamp and fundus examination * Full-field Stimulus Threshold (FST)
* Fundus autofluorescence (FAF) imaging e Quality of life questionnaires

e Spectral domain optical coherence
Ktomogra phy (SD-OCT) /




4a. VP-001 is safe in all dose cohorts in SAD (no serious adverse events)

No Serious Adverse Events (SAEs) were observed (across all dose cohorts)

TEAE Relati

Dose (patient ID) and stu

3 mcg (001-1-001)
0S

3 mcg (001-1-002)
(O

3 mcg (001-1-004)
0s

10 mcg (001-1-005)
oD

10 mcg (004-1-001)
0s

10 mcg (005-1-001)
0s

30 mcg (005-1-002)
oD

Common AEs seen with the study eye are highlighted. No adverse events were seen in 2 of 3 patients who received 30 ug dose of VP-001 in SAD.

Vitreous floaters (OU)
Vitreous opacities (OU)
Vitreous consolidation (OS)

Pulled gluteus maximus left: Non-ocular
Paronychia right thumb: Non-ocular
Pulled hamstring muscle left: Non-ocular
Shingles: Non-ocular

Decreased foveal light reflex: OD

Trace subconjunctival hemorrhage: 0OS
Posterior vitreous detachment: OU
Vitreous floaters: OU

Photopsia: OS

Photopsia:OD

Vitreous Opacities:OU

Eye soreness: OS
Headache: Non-ocular
Myokymia: OS

Covid-19: Non-ocular

Subconjunctival hemorrhage: OD

Dull ache near injection: OD

Rare anterior chamber cells (0.5+): OD
Intermittent and brief dull ache around eye: OD
Attenuated retinal vessels: OS

Feeling of eye swelling: OS
Frequent tearing: OS

Facial tendonitis: Non-ocular

Subconjunctival hemorrhage: OD
Low glucose: Non-ocular

Not Related
Not Related
Not Related

Not Related
Not Related
Not Related
Not Related
Not Related
Not Related
Not Related
Not Related
Possible

Not Related
Not Related

Not Related
Possible
Not suspected

Not Related
Not Related
Not Related
Possible

Not suspected
Not Related

Not Related
Not Related

Not Related

Not Related
Not Related




Study Eye

Fellow Eye

4b. \VP-001 is safe in all dose cohorts in SAD (ho significant change in
any ocular measurements of safety)

No significant changes in any ocular measurements indicating safety (across all cohorts)

Retinal Central
Subfield Thickness (mm)

Retinal Central

bfield Thickness (mm)

Retinal Central Subfield Thickness Measurements (used as representative data)

All Cohorts Pooled

All Patients Study Eye

Baseline Week 4 or 12 measurement

All Patients Fellow Eye

Baseline Week 4 or 12 measurement

Retinal Central
Subfield Thickness (mm)

Retinal Central
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Cohort 1 (3 pg) Study Eye
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Cohort 2 (10 pg)

Cohort 2 (10 ug) Study Eye
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Cohort 3 (30 pg)

Cohort 3 (30 pg) Study Eye
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5. Encouraging signs of efficacy signal (microperimetry data) in patient
treated with 30 pg VP-001 (8 week follow up comparison to fellow eye)

Baseline (December 2023) Week 8 Post-Dosing Findings

2 @
[ J @ 6] [ ] g

Microperimetry measurements (#005-1-002)

Mean threshold (baseline)

Mean threshold (week 4)

Study Eye
(30 ug VP-001)

Number of Loci with > 7 dB
Improvement

CFB in number of Scotomatous points

Mean threshold 15 loci ROI (baseline)

Mean threshold 15 loci ROI (week 8)

Mean threshold (baseline)

Mean threshold (week 4)

FE”OW Eye I Number of Loci with > 7 dB

§ Improvement
= I CFBin number of Scotomatous points
*, Mean threshold 15 loci ROI (baseline)
L vt | 9 ellig 8 Mean threshold 15 loci ROI (week 8)
This patient is at earlier stage of disease progression than other patients in SAD i




Microperimetry - Subject #005-1-002, Study Eye, PLATYPUS,
Week 8 Post-Dosing - FAF & OCT
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5. Encouraging signs of efficacy signal (microperimetry data) in patient
treated with 30 pg VP-001 (8 week follow up comparison to fellow eye)

This patient is at earlier stage of disease progression than other patients in SAD
@ Greater microperimetry sensitivity improvements in treated eye (in 15 loci region of interest)

@ Reduction (improvement) in number of scotomatous points, compared to increase in fellow eye

@ Six loci improved >7dB in the VP-001 treated eye, compared to one in the fellow eye

Microperimetry - Number of Scotomatous Points Microperimetry - Number of Loci Improving >7dB (8 weeks)
(Change from Baseline to 8 weeks) #005-1-002 Study Eye vs Fellow Eye
Microperimetry - Mean Threshold 15 Loci ROI #005-1-002 Study Eye vs Fellow Eye g
(Change from Baseline to 8 weeks)

#005-1-002 Study Eye vs Fellow Eye
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——  Study Eye (15 Loci RO)

=¥ Fellow Eye (15 Loci ROI)

Number of Loci with greater than
7dB improvement (week 8)
Number of Loci with greater than
7dB improvement (week 8)
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Baseline (30 ug VP-001) (30 g VP-001)




6. Protocol amendments filed with FDA to increase dosing of VP-001

* Protocol amendments to increase doses, filed with FDA for:
e Addition of Cohort 4 (75 pg) to SAD study

* Multiple-Ascending Dose (MAD) study to include repeat dosing of 30 pug and 75 pg

* Both protocol amendments have revised inclusion criteria:
* Visual function in the eye to be treated as follows (a or b or c or d):

a)
b)
9

d)

V4e visual field >1000 degree?2, per kinetic perimetry; or

Mean microperimetry threshold: >5 decibel (dB) to <15dB; or

Ellipsoid zone length >1000 microns, of which 500 microns is contiguous, by
SD-OCT; or

Full-field stimulus threshold; better than -20 dB for white, blue and red lights

14



Phase 1 First-in-Human Study of VP-001

Conclusion




Conclusion - VP-001 is safe and shows encouraging signs of efficacy

 VP-001 is safe in all dose cohorts tested to date
* No serious adverse events observed, no significant changes in ocular measurements
indicating safety

* Encouraging signs of efficacy signal observed (microperimetry data)
* In asingle patient who received 30 pg dose IVT of VP-001
e Patient at earlier stage of disease progression than all other patients in SAD
* Observation is consistent with faster rate of peripheral vision loss early in disease

* Protocol amendments to increase doses, filed and accepted by FDA for:
e Addition of Cohort 4 (75 pg) to SAD study
 Multiple-Ascending Dose (MAD) study to include repeat dosing of 30 pug and 75 pug
* Both protocol amendments have revised inclusion criteria

16
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