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DISCLAIMER
This report has been prepared to meet the minimum regulatory reporting standards for a clinical trial which has been terminated prematurely, for reasons unrelated to safety issues. The reader is advised of potential short comings, including but not limited to inconsistent, inaccurate, or incomplete data. The data contained in this report should be interpreted with caution.
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[bookmark: _Toc74300775]SYNOPSIS
	Name of Sponsor/Company: 
ProQR Therapeutics
Zernikedreef 9
2333 CK Leiden
The Netherlands

	Name of Investigational Product:
Sepofarsen Solution for Intravitreal Injection

	Name of Active Ingredient:
Sepofarsen (formerly QR-110)

	Title of Study: 
An Open-Label Extension Study to Evaluate the Safety, Tolerability, Efficacy, and Pharmacokinetics of QR-110 in Subjects with Leber Congenital Amaurosis (LCA) due to the c.2991+1655A>G Mutation (p.Cys998x) in the CEP290 Gene

	IND Number:
130557
EudraCT Number:
2018-003500-40
This study forms part of a Paediatric Investigation Plan

	Clinical Protocols and Amendments
PQ-110-002 V1 – 12 Sep 2018
PQ-110-002 V2 – 25 Oct 2018
PQ-110-002 V3 – 14 Jan 2019
PQ-110-002 V4 – 17 Mar 2022

	Study Center(s): The study was conducted in 3 study centers in the United States and Belgium. 
Principal Investigators and centers are listed below:
·  United States: 2 sites
· Belgium: 1 site

	Study Period (years): 
First subject screened: 23 May 2019
Last subject Last Visit: 03 October 2022
	Phase of development: 
Phase 1b/2
	Results Analysis Stage:
Complete

	Objectives: 
Primary:
· To evaluate long-term safety and tolerability of QR-110 administered via intravitreal (IVT) injection
Secondary:
· To evaluate long-term and sustained efficacy of QR-110 administered by IVT injection, as assessed by functional and structural outcome measures  
· To evaluate changes in Patient Reported Outcome (PROs) measures in subjects treated with QR‑110
· To evaluate long-term serum pharmacokinetics (PK) of QR-110 administered by IVT injection
Exploratory:
· To evaluate additional efficacy endpoints that may be collected at the discretion of the Investigator


	Number of subjects (planned): 
Maximum of 11 subjects who have completed Study PQ-110-001 (the Phase 1 first-in-human study for sepofarsen).

	Further Information:
Global Interruptions or Re-starts: None.
Limitations and Caveats for the Study: This report has been prepared to meet the minimum regulatory reporting standards for a clinical trial which has been terminated prematurely, for reasons unrelated to safety issues. The reader is advised of potential short comings, including but not limited to inconsistent, inaccurate, or incomplete data. The data contained in this report should be interpreted with caution.

	Diagnosis and main criteria for inclusion:
Subjects were included if they met all the following Inclusion Criteria:
1. Subjects who completed participation in the study PQ-110-001 and who may derive benefit from continued treatment with QR-110, as assessed by the Investigator, in consultation with the Medical Monitor.
2. Persistence of detectable outer nuclear layer (ONL) in the area of the macula in the opinion of the Investigator, as determined by Optical Coherence Tomography (OCT). 
3. Clear ocular media and adequate pupillary dilation to permit good quality retinal imaging, as assessed by the Investigator. 
4. An adult (≥ 18 years) willing and able to provide informed consent for participation 
OR
a minor (6 to < 18 years) with a parent or legal guardian willing and able to provide written permission for the subject’s participation prior to performing any study related procedures, and pediatric subjects able to provide age-appropriate assent for study participation. 
5. An adult willing to comply with the protocol, follow study instructions, attend study visits as required and willing and able to complete all study assessments, in the opinion of the Investigator
OR 
a minor able to complete all study assessments and comply with the protocol, and has a parent or caregiver willing and able to follow study instructions, and attend study visits with the subject as required, in the opinion of the Investigator. 
6. Female subjects who have reached menarche and male subjects must either practice true abstinence in accordance with their preferred and usual lifestyle, or agree to use acceptable, highly effective methods of contraception for up to 6 months following their last dose QR-110. Acceptable methods of contraception are defined in the protocol. Women of non-childbearing potential may be included without the use of adequate birth control, provided they meet the criteria in the protocol. 
7. Adequate verbal communication as to allow assessment via mobility course, in the opinion of the Investigator.

Subjects were excluded if they met any of the following Exclusion Criteria:
1. Any contraindication to IVT injection according to the Investigator’s clinical judgment and international guidelines (Avery 2014).
2. Safety issue during study PQ-110-001 that may compromise subject safety when continued dosing, as determined by the Investigator, and in consultation with the Medical Monitor. Subjects with existing safety events from study PQ-110-001 may be included as determined by the Investigator and in consultation with the Medical Monitor.
3. Any ocular or systemic disease or condition (including medications and laboratory test abnormalities) that could compromise subject safety or interfere with assessment of efficacy and safety, as determined by the Investigator and in consultation with the Medical Monitor. 
4. Pregnant or breast-feeding female.

	Test product, dosage and mode of administration: 
QR-110 Solution for IVT Injection, 10 mg/mL and solvent. 
· First treated eye: maintenance dose of 80 µg every 6 months 
· Contralateral eye: 160 µg loading dose followed by 80 µg maintenance dose, every 6 months
Both eyes were to be injected 3 months apart.

	Duration of treatment: 
Until provision of continued treatment by other means is available, provided the subject continues to derive benefit, and the benefit/risk assessment continues to be positive.

	Reference therapy (Comparator), dosage and mode of administration: 
None

	Background therapy: 
None

	Criteria for evaluation
Primary:
· [bookmark: _Hlk488905482]Frequency and severity of ocular adverse events (AEs)
· Frequency and severity of non-ocular AEs
Secondary:
· Change in Best Corrected Visual Acuity (BCVA)
· Change in Mobility course score (unilateral and binocular)
· Change in photoreceptor outer segment layer thickness by OCT (if applicable)
· Change in Oculomotor Instability (OCI)
· Change in Full-Field Stimulus Testing (FST) (blue and red stimuli; white at Investigator discretion) (thresholds)
· Change in PROs, as measured by:
· Visual Function Questionnaire-25 (VFQ-25) score (adult subjects), or
· Cardiff Visual Ability Questionnaire for Children (CVAQC) score (pediatric subjects) 
· Change in Pupillary Light Reflex (PLR) (latency and amplitude)
· Change in Near Infrared Auto Fluorescence (NIRAF)
· Pharmacokinetics: Characterize the PK profile of QR-110 in serum
[bookmark: _Hlk514955943]Exploratory (at Investigator Discretion):
· Change in Perimetric assessments (including Kinetic and Static Visual Field [VF], Microperimetry) in light and dark-adapted conditions
· Change in Visual Evoked Potential (VEP) 
· Change in Colour Vision test (including the Farnsworth Panel D-15)  
· Changes in Electroretinogram (ERG) response by the International Society for Clinical Electrophysiology of Vision’s (ISCEV) full field ERG
· Change in Ellipsoid Zone line by OCT (if applicable)

	Statistical methods:
In August 2022, ProQR decided to prematurely terminate PQ-110-002 (Insight). 
A data cut was taken on 09 September 2022 to aid the reporting process and all summary tables and listings in the CTSR reflect this date. All adverse event data werecollected at subsequent visits (prior to Database lock on 11 October 2022). In this context, the statistical analysis is abbreviated and describes the populations for analysis, data handling rules, statistical methods, and formats for data presentation that will be required for the close out of the study, after all randomized subjects have completed the end of study visit and the database is locked.

	SUMMARY:
Of the 11 subjects enrolled in PQ-110-001, 9 subjects participated in study PQ-110-002.
SAFETY RESULTS: 
The disposition of subjects is outlined in Table 1 below. In total, 9 subjects were screened, and none were screen failed. Of the 9 subjects enrolled, 7 received study treatment in the First Treated Eye and 5 received study treatment in the Contralateral Eye.
As of 09 September 2022, eight (8) out of 9 subjects were dosed: five subjects in both eyes throughout PQ‑110‑001 and PQ-110-002 studies were dosed in both the first treated and CE eye in the PQ-110-002 study, three subjects were only re-dosed in the first treated eye. One subject was enrolled for safety follow-up only.
The longest duration of follow up during the study was to Month 39.
During the study all subjects received 160/80 µg sepofarsen (not all subjects received the 160 µg loading dose) as the higher dose of 320/160 µg was stopped after the PQ-110-001 study, therefore the data from this study should be interpreted using the ‘All Subjects’ group rather than by the dose assigned in the prior study.
Table 1: PQ-110-002 Study Disposition
	
	Treatment Group Assigned in PQ-110-001

	
	Sepofarsen 160/80 µg
N=5
	Sepofarsen 320/160 µg
N=4
	All Subjects
N=9

	Screened, n
	
	
	9

	Enrolled, n (%)
	5 (100.0)
	4 (100.0)
	9 (100.0)

	Dosed in the First Treated Eye, n (%)
	4 (80.0)
	3 (75.0)
	7 (77.8)

	Dosed in the Contralateral Eye, n (%)
	4 (80.0)
	1 (25.0)
	5 (55.6)

	Premature Discontinuation from Study, n (%)
	 (0.0)*
	0 (0.0)
	0 (0.0)*

	Discontinuation of Study
Treatment, n (%)
	0 (0.0)*
	0 (0.0)
	0 (0.0)*

	* One subject had Premature Discontinuation marked in the database due to the early termination of the study by the Sponsor.



No subjects discontinued from the study for safety reasons.
Most (7 out of 9) subjects reported at least one ocular treatment emergent adverse event (TEAE) in the First Treated Eye and 3 out of 4 subjects reported an ocular TEAE in the Treated Contralateral Eye after dosing. There were no subjects that reported a severe TEAE. There were 3 out of 9 subjects (excluding one subject – see note in Table 2) reported an Adverse Event of Special Interest (AESI) and no subjects reported an ocular serious adverse event (SAE).
Table 2: PQ-110-002 Overview of Ocular TEAEs
	
	Treatment Group Assigned in PQ-110-001

	
	Sepofarsen 
160/80 µg
N TE=5
N CE-BD=1
N CE-AD=3
N NT-CE=1
	Sepofarsen 
320/160 µg
N TE=4
N CE-BD=1
N CE-AD=1
N NT-CE=3
	All Subjects
N TE=9
N CE-BD=2
N CE-AD=4
N NT-CE=4

	Number of Ocular TEAEs
	18
	17
	35

	First Treated Eye (TE)
	10
	12
	22

	Treated Contralateral Eye Before Dosing (CE-BD)
	1
	0
	1

	Treated Contralateral Eye After Dosing (CE-AD)
	6
	4
	10

	Non-Treated Contralateral Eye (NT-CE)
	1
	1
	2

	Number of Subjects with at Least One Ocular TEAE, n (%)
	4 (80.0)
	3 (75.0)
	7 (77.8)

	First Treated Eye (TE)
	4 (80.0)
	3 (75.0)
	7 (77.8)

	Treated Contralateral Eye Before Dosing (CE-BD)
	1 (100.0)
	0 (0.0)
	1 (50.0)

	Treated Contralateral Eye After Dosing (CE-AD)
	2 (66.7)
	1 (100.0)
	3 (75.0)

	Non-Treated Contralateral Eye (NT-CE)
	1 (100.0)
	1 (33.3)
	2 (50.0)

	Number of Subjects with At Least One Ocular TEAE of Special Interest, n (%)
	3 (60.0)
	1 (25.0)
	4 (44.4)

	First Treated Eye (TE)
	3 (60.0)*
	1 (25.0)
	4 (44.4)*

	Treated Contralateral Eye Before Dosing (CE-BD)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Treated Contralateral Eye After Dosing (CE-AD)
	2 (66.7)
	0 (0.0)
	2 (50.0)

	Non-Treated Contralateral Eye (NT-CE)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Number of Subjects with At Least One Ocular Serious TEAE, n (%)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	First Treated Eye (TE)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Treated Contralateral Eye Before Dosing (CE-BD)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Treated Contralateral Eye After Dosing (CE-AD)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Non-Treated Contralateral Eye (NT-CE)
	0 (0.0)
	0 (0.0)
	0 (0.0)

	To differentiate the timing of when a subject had an AE in the CE, if a subject reported an AE in the CE prior to receiving treatment in that eye it is reported as CE-BD and if it was after treatment it is reported as CE-AD.
 * Following the data cut on 09 Sep 2022 the Investigator considered that the two AESIs of Lenticular opacities for one subject did not meet the criteria for an AESI.



Table 3: PQ-110-002 Ocular TEAEs (System Organ Class and Preferred Term)
	
	
	Treatment Assigned in PQ-110-001

	Subjects with Event; N (%)
	160/80 µg
N=5
(TE=5, CE-BD=1, CE‑AD=3, NT‑CE=1)
	320/160 µg
N=4
(TE=4, CE-BD=1, CE-AD=1, NT‑CE=3)
	All
N=9
(TE=9, CE-BD=2, CE-AD=4, NT‑CE=4)

	SOC/PT
	
	
	

	Subjects with Any Ocular TEAEs, n (%)
	4 ( 80.0)
	3 ( 75.0)
	7 ( 77.8)

	TE
	4 ( 80.0)
	3 ( 75.0)
	7 ( 77.8)

	CE-BD
	1 ( 100.0)
	0 ( 0.0)
	1 ( 50.0)

	CE-AD
	2 ( 66.7)
	1 ( 100.0)
	3 ( 75.0)

	NT-CE
	1 ( 100.0)
	1 ( 33.3)
	2 ( 50.0)

	Eye Disorders
	4 ( 80.0)
	3 ( 75.0)
	7 ( 77.8)

	TE
	4 ( 80.0)
	3 ( 75.0)
	7 ( 77.8)

	CE-BD
	1 ( 100.0)
	0 ( 0.0)
	1 ( 50.0)

	CE-AD
	2 ( 66.7)
	1 ( 100.0)
	3 ( 75.0)

	NT-CE
	1 ( 100.0)
	1 ( 33.3)
	2 ( 50.0)

	Cataract
	1 ( 20.0)
	0 (  0.0)
	1 ( 11.1)

	TE
	1 ( 20.0)
	0 (  0.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Cataract cortical
	1 ( 20.0)
	0 (  0.0)
	1 ( 11.1)

	TE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	1 ( 33.3)
	0 (  0.0)
	1 ( 25.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Cataract subcapsular
	1 ( 20.0)
	1 ( 25.0)
	2 ( 22.2)

	TE
	1 ( 20.0)
	1 ( 25.0)
	2 ( 22.2)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	1 ( 33.3)
	1 ( 25.0)

	Conjunctival haemorrhage
	1 ( 20.0)
	1 ( 25.0)
	2 ( 22.2)

	TE
	1 ( 20.0)
	1 ( 25.0)
	2 ( 22.2)

	CE-BD
	1 ( 100.0)
	0 ( 0.0)
	1 ( 50.0)

	CE-AD
	1 ( 33.3)
	0 ( 0.0)
	1 ( 25.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Cystoid macular oedema
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Diplopia
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	1 ( 100.0)
	1 ( 25.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Dry eye
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	1 ( 100.0)
	1 ( 25.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Eye pain
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	1 ( 100.0)
	1 ( 25.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Eye pruritus
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Lacrimation increased
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	1 ( 100.0)
	1 ( 25.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Lenticular opacities
	1 ( 20.0)
	1 ( 25.0)
	2 ( 22.2)

	TE
	1 ( 20.0)
	1 ( 25.0)
	2 ( 22.2)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	1 ( 33.3)
	0 ( 0.0)
	1 ( 25.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Posterior capsule opacification
	2 ( 40.0)
	1 ( 25.0)
	3 ( 33.3)

	TE
	2 ( 40.0)
	1 ( 25.0)
	3 ( 33.3)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	1 ( 33.3)
	0 ( 0.0)
	1 ( 25.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Retinal cyst
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)‡
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Retinal degeneration
	1 ( 20.0)
	0 (  0.0)
	1 ( 11.1)

	TE
	1 ( 20.0)
	0 (  0.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Visual acuity reduced
	2 ( 40.0)
	1 ( 25.0)
	3 ( 33.3)

	TE
	1 ( 20.0)
	1 ( 25.0)
	2 ( 22.2)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	1 ( 100.0)
	0 ( 0.0)
	1 ( 25.0)

	Infections and infestations
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Blebitis
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Surgical and medical procedures
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	Posterior lens capsulotomy
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	TE
	0 (  0.0)
	1 ( 25.0)
	1 ( 11.1)

	CE-BD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	CE-AD
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	NT-CE
	0 ( 0.0)
	0 ( 0.0)
	0 ( 0.0)

	SOC= System Organ Class, PT=Preferred Term, TE=Treated Eye, CE=Contralateral Eye, CE-BD=Contralateral Eye Before Dosing, CE-AD=Contralateral Eye After Dosing, NT-CE=Non-Treated Contralateral Eye.
‡ Following the data cut on 09 Sep 2022, the Investigator removed the AE of Retinal cyst from the database.




Table 4: PQ-110-002 Non-Ocular TEAEs (Preferred Term)
	
	
	Treatment Group Assigned in PQ-110-001

	Subjects with Event; N (%)
	160/80 µg
N=5
	320/160 µg
N=4
	All Subjects
N=9

	SOC
	PT
	
	
	

	Subjects with Any Non-Ocular TEAEs, n (%)
   
	   2 ( 40.0)
	4 (100.0)
	   6 ( 66.7)

	General disorders and administration site conditions
	
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	
	Fatigue
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	Immune system disorders
	
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	
	Seasonal allergy
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	Infections and infestations
	
	   0 (  0.0)
	   3 ( 75.0)
	   3 ( 33.3)

	
	Cystitis
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	
	Gastroenteritis
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	
	
	
	
	

	
	Influenza
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	
	Paronychia
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	Injury, poisoning and procedural complications
	
	   1 ( 20.0)
	   1 ( 25.0)
	   2 ( 22.2)

	
	Contusion
	   0 (  0.0)
	   1 ( 25.0)
	1 ( 11.1)

	
	Lumbar vertebral fracture
	   1 ( 20.0)
	   0 (  0.0)
	   1 ( 11.1)

	Investigations
	
	   1 ( 20.0)
	   0 (  0.0)
	1 ( 11.1)

	
	Coronavirus test positive
	   1 ( 20.0)
	   0 (  0.0)
	1 ( 11.1)

	Nervous system disorders
	
	   0 (  0.0)
	   2 ( 50.0)
	   2 ( 22.2)

	
	Headache
	   0 (  0.0)
	   1 ( 25.0)
	1 ( 11.1)

	
	Petit mal epilepsy
	   0 (  0.0)
	   1 ( 25.0)
	1 ( 11.1)

	Respiratory, thoracic and mediastinal disorders
	
	   1 ( 20.0)
	   2 ( 50.0)
	   3 ( 33.3)

	
	Cough
	   1 ( 20.0)
	   1 ( 25.0)
	   2 ( 22.2)

	
	Dyspnoea
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	
	Oropharyngeal pain
	   1 ( 20.0)
	   1 ( 25.0)
	   2 ( 22.2)

	Surgical and medical procedures
	
	   0 (  0.0)
	   2 ( 50.0)
	   2 ( 22.2)

	
	Dermabrasion
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	
	Wisdom teeth removal
	   0 (  0.0)
	   1 ( 25.0)
	   1 ( 11.1)

	Following the data cut on 09 Sep 2022, there has been one additional non-ocular TEAE reported by one subject of Road traffic accident (verbatim term – Left knee contusion due to minor collision by car).



Table 5: PQ-110-002 Adverse Events of Special Interest (AESI)
	Subject
	Treatment in PQ‑110-001
	AE (Preferred Term)
	Treatment Eye
	Severity
	Relationship
	Outcome

	 A*
	160/80 µg
	Lenticular opacities
	TCE
	Mild
	Related
	Resolved

	
	
	Lenticular opacities
	TE
	Moderate
	Related
	Resolved

	 B
	160/80 µg
	Visual acuity reduced†
	TE
	Mild
	Related
	Resolved

	
	
	Visual acuity reduced¶
	NT-CE
	Moderate
	Related
	Resolved

	 C
	160/80 µg
	Cataract cortical
	TCE
	Mild
	Related
	Resolved

	
	
	Cataract
	TE
	Mild
	Related
	Resolved

	
	
	Visual acuity reduced
	TE
	Moderate
	Not related
	Resolved

	
	
	Retinal degeneration
	TE
	Moderate
	Related
	Not Resolved

	
	
	Visual acuity reduced
	TE
	Moderate
	Not related
	Not Resolved

	 D
	320/160 µg
	Cystoid macular oedema
	TE
	Moderate
	Related
	Not Resolved

	
	
	Retinal cyst‡
	TE
	Mild
	Not related
	Resolved

	 E
	160/80 µg
	Cataract subcapsular
	TE
	Mild
	Related
	Resolved

	Source: T14.3.3.1 and L16.2.18.1
* Following the data cut on 09 Sep 2022 the Investigator considered that the two AESIs of Lenticular opacities for subject 01-01 did not meet the criteria for an AESI.
† Event started 2 days prior to the start of PQ-110-002 therefore is not counted in Table 4.
¶ Visual acuity reduced in the NT-CE for one subject was not reported as an AESI but included here for completeness.
‡ Following the data cut on 09 Sep 2022, the Investigator removed the AE of Retinal cyst from the database.



Table 6: PQ-110-002 Serious Adverse Events (SAE)
	Subject
	Treatment in PQ‑110-001
	AE (Preferred Term)
	Treatment Eye
	Severity
	Relationship
	Outcome

	 C
	160/80 µg
	Lumbar vertebral fracture
	N/A
	Moderate
	Not Related
	Resolved


The most frequently reported AEs by SOC was Eye disorders reported by 7/9 subjects (77.8%). 
By PT, the most frequently reported AEs were Posterior capsule opacification (5 events in 3 subjects (33.3%)), Visual acuity reduced (5 events in 3 subjects (33.3%)), Lenticular opacities (5 events in 2 subjects (22.2%)), Conjunctival haemorrhage (5 events in 2 subjects (22.2%)), Diplopia (4 events in 1 subject (11.1%)) and Cataract subcapsular (3 events in 2 subjects (22.2%)).
Three subjects reported AESIs that occurred after dosing in the study. The most commonly reported AESI by PT was Visual acuity reduced (4 events in 2 subjects). It should be noted that this differs from Table 2 due to two AEs for one subject (Cortical opacity) that were found not to meet the criteria for an AESI after the data cut of 09 Sep 2022.
One SAE was reported in the study, this being Lumbar vertebral fracture reported in one subject.
No deaths were reported. 
EFFICACY RESULTS:
Following a mean improvement of 0.45 logMAR in study PQ-110-001, the first treated eye (i.e., the eye treated in PQ-110-001) demonstrated stable vision throughout most of the PQ‑110-002 study follow-up (after demonstrating an improvement during PQ‑110‑001); this is despite not all subjects receiving treatment consistently every 6 months. Once treated, the contralateral eye also demonstrated initial improvements (Figure 1). These data are also summarized in Figure 2 demonstrating the change from the PQ-110-001 baseline, i.e., before any sepofarsen was administered. 
It is noteworthy that the later timepoints (Months 33, 36 and 39) only have N=3, N=2 and N=1 subjects respectively for the treatment eye (TE) and treated contralateral eye (TCE
[image: ]Figure 1: Mean (±SD) Change from PQ-110-002 Baseline BCVA (logMAR

Figure 2: Mean (±SD) Change from PQ-110-001 Baseline BCVA (logMAR)
[image: ]
CONCLUSION:
Sepofarsen was well-tolerated in the subjects that continued in study PQ-110-002. The lower dose levels and/or longer dosing intervals appeared to have decreased or delayed the risk of occurrence of AESIs such as cataracts and retinal findings observed mostly with the higher dose in PQ-110-001.
Subjects that continued to receive sepofarsen in the treated eye demonstrated a durable response, with visual acuity and other assessments maintained beyond the original 12 months of treatment in study PQ-110-001.
Subjects that received sepofarsen in the contralateral eye demonstrated a similar efficacy response as that in the first treated eye with improvements in BCVA.
Overall, the benefit-risk assessment continued to be positive to the end of trial.

	Date of Report: 21 October 2022
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