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MGTO009: Phase 1/2 Trial of AAV5-RPGR

Open-label study of an AAV5-RPGR gene therapy (NCT03252847) conducted at 5 sites in the US and UK
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eye (right or left).
T1:1:1 randomization.

RPGR, retinitis pigmentosa GTPase regulator; RP, retinitis pigmentosa; SD-OCT, spectral domain optical coherence tomography.



Clinical Safety in MGTO009

« Doses for the expansion cohort were selected based upon Number of participants with ocular

the balqnce of safety and activity observed in the dose- inflammation-related AEs by severity of AE
escalation phase of the study

*  AAV5-RPGR gene therapy demonstrated an AE profile that c 20 1
Is anticipated and manageable -%
*  Most AEs were related to the surgical delivery procedure, % E
transient, and resolved without intervention S8 151
o C
« Dose-escalation phase SAEs (previously reported)?: % %
« 1 retinal detachment: related to study procedure and resolved with = § 10 4
treatment, with no sequelae ° % 8 v
)
- 1 panuveitis (low dose) €5
c
- Dose-expansion phase SAE Z2 5 3
(]
+ 1increased intraocular pressure, resolved on treatment &
()]
* No dose-limiting events o 0 . 0
* Following the implementation of a modified prophylactic Mild Moderate Severe
steroid regimen for the expansion phase, there was a Severity of AE
reduction in inflammation-related AEs in the expansion
phase of the study ® Without Triamcinolone With Triamcinolone

AE, adverse event; RPGR, retinitis pigmentosa GTPase regulator; SAE, serious adverse event.
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Improvement in MRS in Pooled Low and Intermediate
Doses Across All Adult Cohorts at 6 Months Observed:

Static Perimetry and Microperimetry

Dose escalation + expansion$

Sensitivity analysis
applying phase 3 criteriat*

Parameter Treated — concurrent Treated — concurrent
LS mean ) LS mean )
change control difference change control difference
(95% CI)* (£95% CI)*
+
Static perimetr I;‘?g:?:eggte ol I 22| 256
perimetry 1.96 (0.59, 3.34)* 2.42 (0.91,3.93)**
MRS10 Concurrent - e
control ' 11 0.14
+
i . ';‘ig:f‘?e'doi‘;"te 15 | 0.88 15 | 0.88
'croperimetry 1.06 (0.05, 2.07)* 1.06 (0.05, 2.07)*
MRS'SCOtOplc Red Concurrent
7 -0.15 7 -0.15
control
SFull analysis set population (observed data). Includes participants randomized to intermediate and given high dose.
TParticipants excluded when applying phase 3 criteria.
#Sensitivity analysis dataset is the same dataset as for the full analysis. Microperimetry was not available at all sites.
*Adjusted for baseline, 2-sided nominal P value.
*Nominal P value <0.05.
***Nominal P value <0.001.

Cl, confidence interval; LS, least squares; MRS, mean retinal sensitivity.




Improvement in Pointwise Responder Analysis of
Static Perimetry in Pooled Low and Intermediate Doses
Across All Adult Cohorts

Week Week 26t Week 52%

Full analysis set8

Pooled low + intermediate 6/23 (26%) 11/23 (48%)

Concurrent control 2/10 (20%)

Sensitivity analysisT

Pooled low + intermediate 5/21 (24%) 10/21 (48%)

Concurrent control 0/8 (0%)

RPGR, retinitis pigmentosa GTPase regulator.
TWeek 26: number of participants who completed assessments at both week 26 and week 13. Week 52: number of participants who completed assessments at

week 52 and =1 visit prior to week 52.
*For concurrent control participants, this table only summarizes data prior to AAV5-hRKp.RPGR administration and serves as a control group. These participants were

treated after week 26. There are no week 52 data for these participants.
SFull analysis set (observed data). Included participants randomized to intermediate and given high dose.
TParticipants excluded when applying phase 3 criteria.

Responder criteria: at least a 7 dB improvement from baseline in 25 individual loci, with the same 5 loci showing improvement at 2 time points following treatment.




Functional Vision Assessment: Mobility Maze!

Dose-escalation Phase

 To view the maze assessment
please click here

10.8m

Fixed wall

Partici pant 01-007 Maze assessment shown at 9-month time point.

Movable wall

|
i * Light level: 1 lux
o

7.2m

- Baseline performance: 61.7 seconds with 2 errors
* 9-month performance: 16.4 seconds with no errors

Start/Stop

Lighting Calibration

C1+-"‘""' ..... E__+____H_,..._.__’+ C4 % Stairs to Platform
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https://meiragtx.com/wp-content/uploads/2020/11/Eye-Study-MGT009-.mp4

Significant Improvement in Walk Time at Week 26 Compared to Baseline

Pooled Dose-escalation and Dose-expansion Treatment Difference Compared to Control at 6 Months
(Change From Baseline £95% CI)
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Nominal P value for the full analysis P <0.05 shown here.
All 3 lux levels had nominal P values <0.01 after application of phase 3 criteria.

ClI, confidence interval.



Conclusions

+ AAV5-RPGR gene therapy demonstrated an adverse event profile that is anticipated and
manageable

« Efficacy assessments in this proof-of-concept study demonstrated that eyes treated with
AAV5-RPGR improved in retinal sensitivity and functional vision in comparison with
randomized controls at 6 months

« Sensitivity analysis on applying the phase 3 criteria further corroborated the endpoints selected for
phase 3

 In addition, all domains in the LLQ-PRO trended positively, and the extreme lighting domain was
nominally significant (nominal P <0.01), which is consistent with VMA findings

» Further development of this therapy is warranted

* A phase 3 study of AAV5-RPGR is underway (NCT04671433)

LLQ, low luminance questionnaire; PRO, patient-reported outcome; RPGR, retinitis pigmentosa GTPase regulator; VMA, visual mobility assessment.
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