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Clinical Study Report

Protocol Full Title interventional trial with medication:
Abatacept in patients with Birdshot HLA A29 uveitis: A Phase II Prospective 0pen Label Interventional Proof-of-Concept Study

Protocol Acronym/short title:
HLA A29
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Study Period:
Study initiation date: June 24, 2019 (first subject first visit)
Study completion date: October 24, 2023 (last subject last visit)

Phase of development (phase of this clinical study):
Phase II
[bookmark: _Toc336262343][bookmark: _Toc536277948]Trial objectives and Design
[bookmark: _Toc536277949]Trial objectives
To assess the efficacy and safety of Abatacept as an immunosuppressive treatment in Birdshot uveitis. The primary objective is to assess the efficacy to suppress active uveitis in Birdshot uveitis and to induce inflammatory remission during 3 years of treatment. Treatment efficacy is assessed, using quantitative and qualitative measurements of visual function. In this trial we also assess the utility of quantitative outcome measures in detecting disease activity.
[bookmark: _Toc536277950]Primary endpoints
The primary endpoint is time to recurrence in ≥1 eye. 
Patients are assessed for recurrence, if at least 1 of the following criteria are fulfilled in at least 1 eye.
-worsening of BCVA (Best Corrected Visual Acuity measured by ETDRS chart) by >15 letters relative to baseline
-30% increase of central retinal thickness on OCT (Optical Coherence Tomography) relative to baseline
-2-step increase in VH (Vitreous Haze) grade relative to baseline 	
-new active, inflammatory choroidal (detected on ICG Angiography) and/or inflammatory retinal vascular lesions relative to baseline (detected on FA: fluorescein angiography). 
[bookmark: _Toc536277951]Secondary endpoints
-Change in Vitreous Haze (VH) Grade in Each Eye From Baseline to the Final/Early Termination Visit [Time Frame: From Baseline to Final/Early Termination Visit] 
Vitreous haze is measured using dilated indirect ophthalmoscopy (DIO) and assessed by the Investigator according to National Eye Institute (NEI) and SUN criteria: 
Grade 0: 	No evident vitreous haze
Grade 0.5+: 	Slight blurring of the optic disc margin because of the haze; normal striations and reflex of the nerve fiber layer cannot be visualized;
Grade 1+: 	Permits a better definition of both the optic nerve head and the retinal vessels (compared to higher grades); 
Grade 2+: 	Permits better visualization of the retinal vessels (compared to higher grades); 
Grade 3+: 	Permits the observer to see the optic nerve head, but the borders are quite blurry; 
Grade 4+: 	Optic nerve head is obscured. 

-Change In Logarithm of the Minimum Angle of Resolution (LogMAR) Best Corrected Visual Acuity (BCVA) In Each Eye From Baseline to the Final/Early Termination Visit [ Time Frame: From Baseline to Final/Early Termination Visit] Using corrective lenses based on that visit's refraction testing, participant's best corrected visual acuity is measured using an Early Treatment Diabetic Retinopathy Study (ETDRS) logMAR chart. 
-Time to Optical Coherence Tomography (OCT) Evidence of Macular Edema in At Least 1 Eye On or After Baseline [ Time Frame: From Baseline until the Final Visit ] Optical coherence tomography is performed at every visit using the Zeiss Cirrus OCT. Images are evaluated by a central reader (PI). Macular edema is defined as cystoid macular edema. OCT evidence of macular edema on or after Baseline is to be counted as an event. Dropouts due to reasons other than OCT evidence of macular edema are to be considered as censored observations at the time of dropping out. 
Optical Coherence Tomography will be measured using the Zeiss Cirrus OCT. For each eye a macular cube slab 512x128 and 2 HD 5 lines rasters (1 on 180° and 1 on 90°) will be taken, centered on the fovea.
-Percent Change in Central Retinal Thickness in Each Eye From Baseline to the Final/Early Termination Visit [ Time Frame: Baseline to Final/Early Termination Visit]. Retinal thickness will be measured on the macular cube slab centered on the fovea. This will  be measured by a central reader (PI).
-Percent Change in Choroidal Thickness in Each Eye From Best State Achieved Prior to week 6 to the Final/Early Termination Visit [ Time Frame: From Baseline until the Final Visit ]. Choroidal thickness will be measured using the EDI mode of the Zeiss Cirrus OCT (HD 5 lines raster) and will be measured by a central reader (PI).  
-Change in Visual Functioning Questionnaire 25 (VFQ-25) Composite Score From Baseline to the Final/Early Termination Visit [ Time Frame: Baseline to Final/Early Termination Visit ] The National Eye Institute VFQ-25 is an ocular disease-specific survey that measures the influence of visual disability and visual symptoms on generic health domains such as emotional well-being and social functioning, in addition to task-oriented domains related to daily visual functioning [1]
-Change in scoring of Dual Fluorescein and ICG (Indocyanine Green) angiography from best state achieved, as defined by the Angiography Scoring for Uveitis Working group using the Heidelberg Scanning LASER fluorescein and ICG angiography [2].
-Change in Full Field ElectroRetinoGraphy (ERG) using the ISCEV standard protocols from baseline until the Final Visit [ Time Frame: From Baseline until the Final Visit ]. Quantitative values, such as 30 Hz implicit time, amplitude in a and b wave and latency will be recorded [3].

[bookmark: _Toc536277952]3.4 Trial Design and methodology

We included 15 BU patients to be treated for a maximum of 3 years with subcutaneous injections of Abatacept (Orencia®, prefilled syringe 125mg/mL) in a prospective open label interventional proof-of-concept study in 2 Belgian hospitals (University Hospitals Leuven (sponsor) and ZNA Middelheim, Antwerp (participating site)).The trial protocol was approved by an independent ethics committee (EC) at each study site (University Hospitals Leuven approval OG032, ZNA Middelheim approval 5190), and the trial was performed in compliance with the provisions of the Declaration of Helsinki, International Conference on Harmonisation Good Clinical Practice guidelines, and applicable local regulations. Patients provided written informed consent at enrollment. 


TRIAL PARTICIPANTS
Patients who were 18 years of age or older and had a diagnosis of active BU and carried the HLA-A29 allele, were eligible to participate in the trial. The key inclusion criteria were active disease characterized by at least one active inflammatory choroidal or retinal vascular lesion, or vitreous haze grade of 1+ or higher (according to National Eye Institute [NEI] criteria adapted by the Standardization of Uveitis Nomenclature Working Group; scores range from 0 to 4+, with higher scores indicating greater severity of uveitis) (34, 35). The full inclusion and exclusion criteria are provided in Supplementary file 1.


TREATMENT
At least 1 week before the baseline visit, all patients had to stop all concomitant immunosuppressive drugs, e.g., corticosteroids, methotrexate, mycophenolate mofetil, azathioprine, tacrolimus, sirolimus or cyclosporine A.

The investigational medical product Abatacept was shipped by Bristol-Myers-Squibb (BMS) to the pharmacy of University Hospitals of Leuven and ZNA Middelheim Antwerp. Abatacept was supplied in prefilled syringes and was administered subcutaneously. Abatacept injections for subcutaneous administration, 125 mg/mL, are ready-to-use solutions provided in prefilled siliconized syringes. No additional drug preparation is required prior to administering to patients. A sufficient amount of abatacept is incorporated into each syringe so that each syringe can deliver the labeled amount of 1 ml upon administration. 

At the baseline visit, patients were instructed to inject the drug subcutaneously by the study nurse. The first injection was done at the baseline visit under supervision of the study nurse. Afterwards patients injected themselves at home.
Patients received the syringes on the visit dates, supplying them for the period until the next visit. Patients collected the empty syringes in a dedicated needle container and returned the syringes at the visit dates, where the syringes were counted.

STUDY VISITS AND END POINTS
During the first year of the trial, clinic visits were scheduled to occur at screening; at baseline; at weeks 6, at weeks 12, at months 6, 9, 12, 18, 24, 30, 36. (Supplementary file 2) Patients’ conditions were evaluated until the determination of treatment failure. The maximum duration of treatment is 156 weeks. 

The primary efficacy end point and eight ranked secondary end points related to disease state were tested as described above. 
All ranked secondary end points were analyzed by a comparison of the value at baseline with the value at the final study visit in the last year of the trial.
All patients who received at least one dose of abatacept were included in the safety analysis. Adverse events were monitored and reported from the time the first dose of abatacept was administered. Data on serious adverse events were collected starting from the time of informed consent. At every study visit, adverse events were determined by blood analysis (testing renal and liver function and full blood count) (Supplementary file 2) and by adverse event reporting. 

PROCEDURES
The schedule of trial procedures is available in Supplementary file 3. The presence or absence of inflammatory choroidal or retinal vascular lesions was determined by dilated indirect ophthalmoscopy and by FA and ICGA, using the Heidelberg Scanning LASER fluorescein and ICG angiography (Heidelberg Engineering). VH was assessed by means of dilated indirect ophthalmoscopy and was graded with the use of Standardization of Uveitis Nomenclature Working Group–adapted NEI criteria (34, 35). OCT was performed with the Zeiss Cirrus 5000 (Carl Zeiss Meditec) OCT. For each eye a macular cube slab 512x128 and 2 HD 5 lines raster (1 on 180° and 1 on 90°) with enhanced depth imaging (EDI) were taken, centered on the fovea. CRT was measured on the macular cube slab central on the fovea. CCT was measured using the EDI mode of the Zeiss Cirrus 5000 OCT (HD 5 lines raster). Scoring of dual FA and ICGA was based on images captured with the Heidelberg Scanning LASER FA and ICGA (Heidelberg Engineering). Full Field ERG was performed according to the ISCEV protocols (37). Quantitative values, such as 30 Hz implicit time and amplitude, as well as amplitude and latency of a and b waves were analyzed. 

PROTOCOL AMENDMENTS AND OTHER CHANGES TO STUDY CONDUCT:

This CSR describes the conduct of the study according to the final protocol. The study protocol was amended 6 times. 
Version 1, 23/nov/2018: Original Protocol
Version 2, 03/jan/2019: amendments made based on comments of the Clinical Trial Center
Version 3, 27/feb/2019: approved by the EC on 08/mar/2019
Version 4, 19/mar 2019: pregnancy test at 12 months was added, based on comments of the competent authority FAGG
Version 5, 05/may/2020, extending the trial from 1 year to 2 years
Version 6, 25/oct/2020, extended inclusion period until end of dec 2020 (due to a pause in inclusion during the COVID lockdown period)
Version 7, 03/may/2021, extending the trial from 2 years to 3 years

PROTOCOL DEVIATIONS:

There were no subjects with inclusion/exclusion criteria deviations
The most frequent protocol deviations were visits out of window (mostly during the COVID-19 pandemic) and missed dosing, but treatment was not interrupted more than 2 weeks consecutively in all subjects.
There was 1 subject with consent withdrawal at the 6-month visit.
STATISTICAL ANALYSIS
Efficacy end points were analyzed in the intention-to-treat data set. For all patients, the time to treatment failure (the primary end point) and the time to OCT evidence of macular edema (a secondary end point) were based on the first eye to meet the criteria. All end points were analyzed in each eye, except for the Visual Function Questionnaire (VFQ)- 25, which was analyzed on a patient basis. 

For the eye-level parameters, in order to accommodate for the covariance structure of the paired design (2 eyes per patient) , a mixed model for repeated measures was performed, with the mean-standardized baseline value of the parameter as covariate, and the change from baseline at 12 months as the dependent variable, with the subject identity added as subject level effect and a compound symmetry covariance structure.

A proportional-hazards model was fitted to estimate the hazard ratio with its 95% confidence interval. The time to treatment failure due to each component of the primary end point and the time to macular edema were analyzed in the same way. Other ranked secondary end points were evaluated by the paired Student-T test to test changes form baseline.

Enrolled patients had active disease. Therefore, qualitative and quantitative outcome measurements were expected to worsen if patients were left untreated. Our a priori definition of drug effectiveness was a stabilization or improvement in at least 50% of patients after 1 year. 
Patient information was summarized descriptively, continuous variables were compared by paired student T-test. Adverse events that occurred during treatment were summarized descriptively. All statistical tests were two-sided, and P values of less than 0.05 were considered to indicate statistical significance. Analyses were performed by the investigators with SAS software, version 9.4 (SAS Institute, Cary, NC). The data reported here reflect the 3-year trial data.

Results
PATIENTS

Table 1. 
Clinical Characteristics of Patients in the Population.

	Nr. of patients
	15

	 
	 

	Demographics
	 

	   Age (years)
	 

	      Mean ± SD (N)
	54.65±8.87 (15)

	      Median, Range (Min, Max)
	58.70, (37.00 , 65.00)

	      [95% CI] 
	[49.74 , 59.56]

	   Gender
	 

	       Male
	40.00% (6 / 15)

	       Female
	60.00% (9 / 15)

	
	

	BCVA ETDRS Letters at Baseline 
	

	   Mean ± SD (N)
	82.47±8.05 (30)

	   Median, Range (Min , Max)
	84.00, (51.00 , 93.00)

	   [95% CI] 
	[79.46 , 85.47]

	
	

	Duration of Diagnosis before the trial (Months)
	 

	   Mean ± SD (N)
	25.60±34.73 (15)

	   Median, Range (Min , Max)
	12.00, (2.00 , 120.00)

	   [95% CI] 
	[6.37 , 44.83]

	
	

	Treated with Corticosteroids before the trial
	80.00% (12/15)

	 How long were corticosteroids stopped before the trial?  (Months)
	 

	      Mean ± SD (N)
	18.17±35.48 (12)

	      Median, Range (Min , Max)
	1.00, (0.00 , 116.00)

	  High-Dose Corticosteroids within 6 months before enrollment*
	26.67% (4/15)

	* Equivalent of prednisolone 1 mg/kg and/or periocular or intravitreal corticosteroid injection
	

	
	

	 Corticosteroids-sparing drugs before the trial
	 

	   Any corticosteroid-sparing treatment
	73.33% (11/15)

	   Duration of corticosteroid-sparing treatment (Months)
	 

	      Mean ± SD (N)
	25.73±34.31 (11)

	      Median, Range (Min , Max)
	13.00, (1.00 , 120.00)

	   Cyclosporine A
	63.64% (7/11)

	   Mycophenolate Mofetil
	27.27% (3/11)

	   Sirolimus
	9.09% (1/11)

	   Methotrexate
	27.27% (3/11)



Fifteen BU patients with active disease were included in the trial. The enrollment of patients started on June 24, 2019 and was completed on December 11, 2020. The mean duration of diagnosis before enrollment in the trial was 25.6 months. Mean age was 54.7 years. All patients were Caucasians (100%) with a female preponderance (60%). Mean BCVA at baseline was 82.47 ETDRS letters. (Table 1)

EFFICACY
Six patients did not complete the study until year 3. Of these 6 patients, 3 patients had treatment failure with new active retinal vascular lesions at the 3 month visit in 1 patient and a recurrence of macular edema with more than 30% increase in retinal thickness in the left eye at the 9 month visit in another patient and in both eyes at the 24 month visit in the third patient. One patient withdrew consent at the 6-month endpoint. One patient had a branch retinal vein occlusion in the left eye at the year 1 endpoint, which was reported as an adverse event. Another patient developed cataract at the 24-month endpoint, which caused a worsening in BCVA >15 letters relative to baseline and was scheduled for cataract surgery. This was reported as an adverse event due to a vitrectomy procedure before the inclusion of the trial, but not related to the IMP. 

Several ranked secondary end points related to disease state were evaluated.
Table 2 distinguishes outcome measures with and without statistically significant improvement at the year-3 endpoint.
Table 2.

	Statistically Significant [95% CI]
	Not Statistically Significant [95% CI]

	VH grading p<.0001#[-1.79 , -1.09],
	BCVA p=0.5529[-1.93 , 3.49],

	CCT p=0.0007#[-93.11 , -30.33]
	CRT p=0.1426# [-74.47 , 11.69],

	FA score p<.0001#[-6.58 , -3.08]
	ERG flicker implicit time (P=0.3852) [-2.60;1.08]

	ICGA score p<.0001#[-19.44 , -14.56]
	

	dual FA-ICGA score, p<.0001#[-24.98 , -18.68]
	

	
	

	
	VFQ-25 overall composite score, p=0.0766#[-1.08 , 17.11]





SAFETY

Adverse events were reported in 12 out of 15 patients. Among the adverse events reported, 13 events were labeled by investigators as “possibly related” to the trial intervention. There were no serious adverse events reported in this trial. The most frequently reported adverse events were fatigue and headache. No cancers were reported in the study group. 1 patient had COVID-19 during the first year of the trial. This patient interrupted the drug until full recovery. All patients received COVID vaccinations without interference with the study drug. (supplementary file 4)
2 adverse events: a branch retinal vein occlusion in one eye, and development of cataract in another patient, led to discontinuation of participation in the trial. In the patient with the branch retinal vein occlusion the causal relationship was judged as unlikely because uncontrolled arterial hypertension probably was a major risk factor. In the cataract patient the causal relationship was judged as unlikely because the cataract was probably caused by a prior vitrectomy for floaters before inclusion in the trial.
1 patient had an excision of a skin lesion of the back, which was diagnosed as a malignant melanoma with tumor free excision margins and without metastasis. Apart from excision, no additional treatment was needed.
Patients had serial lab analyses at the study visits. There were no clinically significant problems detected and reported.


[bookmark: _Toc536277961]

CONCLUSIONS

Abatacept is a highly effective drug to treat BU. Both choroiditis and retinal vasculitis improved significantly with treatment. 
Classic outcome measures in uveitis trials, such as BCVA and CRT are inadequate to monitor disease activity, in contrast to CCT to evaluate choroiditis in early active disease and the dual FA-ICGA score to determine retinal vasculitis and choroiditis in a quantitative and reproducible way.
Abatacept was well tolerated and there were no safety issues during the trial, but vigilant follow-up to detect cancer and more specifically melanoma is important.


Supplementary Files
1. Inclusion criteria

1. Subject is at least 18 years of age. 
2. Subject is diagnosed with Birdshot uveitis, HLA A 29+ 
3. Subject must have active disease at the Baseline visit as defined by the presence of at least 1 of the following parameters in at least one eye : 
-Active, inflammatory, chorioretinal and/or inflammatory retinal vascular lesions 
-≥ 1+ vitreous haze (National Eye Institute [NEI]/SUN criteria) 
4. Subjects who do not have previous, active or latent tuberculosis (TB). Subjects with negative QuantiFERON®-TB Gold test (or interferon-gamma release assay (IGRA) equivalent) are eligible. Subjects with a repeat indeterminate QuantiFERON®-TB Gold test (or IGRA equivalent) result are not eligible. The TB screening tests are diagnostic tests. In the event of a negative TB screening test, the results are to be interpreted in the context of the patient's epidemiology, history, exam findings, etc. and it is the responsibility of the investigator to determine if a patient has previous, active or latent tuberculosis or not. Under no circumstances can a patient with a positive QuantiFERON®-TB Gold test (or IGRA equivalent) enter the study.
[bookmark: _Toc536277962]5.2 Exclusion criteria
1. Subject with prior inadequate response to high-dose oral corticosteroids (>30 mg of prednisolone or equivalent)
2. Subject with confirmed or suspected infectious uveitis, including but not limited to infectious uveitis due to TB, cytomegalovirus (CMV), Human T-Lymphotropic Virus Type 1 (HTLV-1), Whipple's disease, Herpes Zoster virus (HZV), Lyme disease, toxoplasmosis and herpes simplex virus (HSV). 
3. Subject with corneal or lens opacity that precludes visualization of the fundus or that likely requires cataract surgery during the duration of the trial. 
4. Subject with intraocular pressure of ≥ 25 mmHg and on ≥ 2 glaucoma medications or evidence of glaucomatous optic nerve injury. 
5. Subject with Best Corrected Visual Acuity (BCVA) less than 20 letters (Early Treatment Diabetic Retinopathy Study) in at least one eye at the Baseline Visit. 
6. Subject with intermediate uveitis or panuveitis that has signs of intermediate uveitis (e.g.presence or history of snowbanking or snowballs) and symptoms and/or magnetic resonance imaging (MRI) findings suggestive of a demyelinating disease such as multiple sclerosis. All subjects with intermediate uveitis or panuveitis that have signs of intermediate uveitis (e.g., presence or history of snowbanking or snowballs) must have had a brain MRI within 90 days prior to the Baseline Visit. 
7. Subject has had previous exposure to anti-tumor necrosis factor (TNF) therapy or any biologic therapy (except intravitreal anti-vascular endothelial growth factor [VEGF] therapy) with a potential therapeutic impact on non-infectious uveitis 
8. Subject with exposure to classic immunosuppressive therapy, in which the dose has been increased within the last 28 days prior to Baseline visit or is within the following doses at the screening visit: Methotrexate (MTX) >25 mg per week Cyclosporine > 4 mg/kg per day Mycophenolate mofetil >2 grams per day or an equivalent drug to mycophenolate mofetil (e.g. mycophenolic acid) at an equivalent dose approved by the Medical Monitor. Azathioprine > 175 mg per day Tacrolimus (oral formulation) >8 mg per day. 
9. Subject is still on immunosuppressive therapy ( Corticosteroids, Methotrexate, Cyclosporine, Mycophenolate Mofetil, Azathioprine, Tacrolimus, Sirolimus) at the baseline visit.
10. Subject has received Iluvien® (glucocorticosteroids implant) within 3 years prior to the Baseline visit or that has had complications related to the device. Subject has had Iluvien® (glucocorticosteroids implant) removed within 90 days prior to the Baseline visit or has had complications related to the removal of the device. 
11. Subject has received intraocular or periocular corticosteroids within 30 days prior to Baseline visit. 
12. Subject with proliferative or severe non-proliferative diabetic retinopathy or clinically significant macular edema due to diabetic retinopathy. Subject with neovascular/wet age-related macular degeneration Subject with abnormality of vitreo-retinal interface (i.e., vitreomacular traction, epiretinal membranes, etc.) with the potential for macular structural damage independent of the inflammatory process. Subject with severe vitreous haze that precludes visualization of the fundus at the Baseline visit. 
13. Subject has received Ozurdex® (dexamethasone implant) within 6 months prior to the Baseline visit. Subject has received intravitreal anti-VEGF therapy within 45 days of the Baseline visit for Lucentis® (ranibizumab) or Avastin® (bevacizumab) or within 60 days of the Baseline visit for anti-VEGF Trap (aflibercept). 
14. Subject has received intravitreal methotrexate within 90 days prior to the Baseline visit 
15. Subject on systemic carbonic anhydrase inhibitor within 1 week prior to Screening visit. 
16. Subject with macular edema as the only sign of uveitis. 
17. Subject with a history of scleritis. 
18. Subject on cyclophosphamide within 30 days prior to the Baseline visit.
19. Subjects with a known HIV, HepB/C infection.
20. Subjects with an active or recent acute infection.
21. Subjects with a history of chronic or recurrent bacterial, viral or systemic fungal infections.
22. Subjects with malignancies.
23. Subjects wdho have received any live vaccines within 3 months of the start of the study drug.
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2. Laboratory tests
Laboratory measurements: full blood counts, liver and kidney function will be performed at each visit in the hospital labs of the study centers.
The following lab tests will be performed:
Hemoglobin
Erythrocytes/Htc
Thrombocytes
Leucocytes
White Blood Cell Differentiation
Ureum (Urea)
Creatinin
Natrium (Sodium)
Kalium (Potassium)
GOT (AST)
GPT (ALT)
Alk. Fosfatase
Gamma GT

Before the study, at the screening visit, a pregnancy test will be done in female patients of childbearing age (blood test) and an IGRA test (T-spot or Quantiferon blood test) and HIV/Hepatitis B (HBsAg/anti-HBc/anti-HBs)/Hepatitis C serology will be performed in all patients.
After 1 year, after 2 year and at the end of the study a pregnancy test will be repeated in female patients of childbearing age.



3. Trial Flowchart













	
	screening
	Week 0
	Week 6
	Week 12
	Month 6
	Month 9
	Month
12
	Month 18
	Month 24
	Month 30
	Month 36

	Informed consent
	X
	0
	0
	0
	0
	0
	X
	0
	0
	0
	0

	Inclusion/ Exclusion
	X
	0
	0
	0
	0
	0
	0
	0
	0
	0
	0

	BCVA
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	VH grading
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	OCT
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	FA-ICGA
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	ERG
	0
	X
	0
	0
	X
	0
	X
	0
	X
	0
	X

	Visual Q
	0
	X
	0
	0
	X
	0
	X
	X
	X
	X
	X

	Pregnancy test-
TB screening
HIV/HepB/ HepC screening
	X

X

X
	0




	0
	0
	0
	0
	X
	0
	X
	0
	X

	LAB test
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Heart rate
Blood pressure
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Adverse event (AE) assessment 
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Serious Adverse Event (SAE) assessment
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Concomitant Medication (CM)
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Treatment Injection Training
	0
	X
	0
	0
	0
	0
	0
	0
	0
	0
	0

	Delivery of Medication for treatment at home
	0
	X
	X
	X
	X
	X
	X
	X
	X
	X
	0



BCVA: Best corrected Visual Acuity
VH grading: Vitreous Haze Grading
OCT: Optical Coherence Tomography
FA-ICGA: Fluorescein Angiography-Indocyanine Green Angiography
ERG: Electroretinography
Visual Q: Visual Questionnaire
TB screening: Tuberculosis Screening
LAB test: Full Blood Count-Kidney-Liver function


4. Adverse Events

	Adverse Event 

	Population

	Total N
	N=15

	Incidence of Any Adverse Event
	 

	     Total Incidence
	12 

	---
	 

	Incidence of Any Adverse Event by Grouped Symptom / Described Symptom
	 

	Other Symptoms Category
	   10 

	   Ankle distortion
	 1

	   Facial erysipelas
	    1 

	   Fatigue
	    1 

	   Fracture of the sacrum S3-S4
	    1 

	   Hyperplastic polyps
	   1

	   Malignant melanoma skin
	    1

	   Moderate coxarthrosis
	     1 

	   Pathological fracture by cyst 3 the metatarsal right foot requiting biopsy
	     1 

	   Atrial fibrillation
	    1

	   Conjuctivitis right eye
	     1 

	   Flare-up of osteoarthritis
	     1 

	               Increase >30% macular edema
	     1 

	               Increase in left macular edema based on venous branch occlusion
	     1 

	               Increased macular edema
	     1 

	               Knee sprain
	     1 

	               Subacromial bursitis left shoulder
	    1

	               Secondary cataract left eye
	     1 

	               Severe cold
	     1 

	               Sleep disorder
	     1 

	               Smelling urine
	     1 

	               Tearing eyes
	     1 

	               Vertigo and tendency to faint
	     1 

	               Worsening hypertension
	    1 

	               Worsening skin rash
	     1 

	     Pain Symptoms
	 4 

	               Headache
	2

	               Anal pain
	1

	               Backache
	1

	               Neck pain
	1

	               Pain right foot
	1

	               Pain right hip
	1

	               Painful joints
	1

	     Respiratory  Symptoms
	2

	               Cough
	1

	               Persistent cough
	1

	               Upper respiratory tract inflammation
	1

	               Whooping cough
	1
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