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Forward looking statement
This document has been prepared by OxurionNV (the "Company") and is being supplied to you solely for your information and use by you at the Company 
presentation. This document and its contents and matters discussed at the presentation (the “Information”) are confidential and may not be further 
distributed or passed on to any other person or published or reproduced, in whole or in part, by any medium or in any form for any purpose. All the 
numerical data provided in this document are derived from Oxurionconsolidated financial statements.

TheInformation may constitute or includeforward-lookingstatements,which are statementsthat are not historicalfactsand may be identified by words
such as“believes”,“expects”,“anticipates”,“intends”,“estimates”,“will”,“may”,“should,”and similar expressions. Theseforward-looking statements
reflect, at the time made, the Company’sbeliefs, intentions and current expectationsconcerning,amongother things, the future prevalenceof certain
diseases,the potential market for the Company’sproducts, preferencesfor the Company’sproducts, the benefits and side-effects of the Company’s
products, the efficacyof alternative treatments, the developmentof the Company’sclinicaldevelopmentpipelinesas well as the Company’sresultsof
operations,financialcondition,prospects,andstrategies.

Althoughthe Companybelievesthat theseassumptionswere reasonablewhen made,theseassumptionsare inherently subjectto significantknown and
unknownrisks,uncertainties,and other important factorsregardingthe Company'spresentand future businessstrategiesand the environmentin which
the Companywill operatein the future. Forward-lookingstatementsarenot guaranteesof future performanceandrisks,uncertainties,andother important
factorscould causethe actual resultsof operations,financialcondition and liquidity of the Companyand its affiliatesor the industry to differ materially
from those results expressedor implied in this document or the presentationby such forward-looking statements. No statement in this presentation
(includinganystatementof estimatedsynergies)is intendednor maybe construedasa profit forecastor estimatefor anyperiod. Thepastperformanceof
the Companyisnot a reliableindicationof the future performanceof the Company.

No representation or warranty expressed or implied is or will be made as to, and no reliance should be placed on, the fairness, accuracy, completeness, or 

correctness of the forward-looking statements or other information or opinions contained herein. The information set out herein may be subject to updating, 
completion, revision, verification, and amendment, and such information may change materially. The Company is under no obligation to update or keep 
current the information contained in this document or the presentation to which it relates, and any opinions expressed in it aresubject to change without 
notice. None of the Company or any of its affiliates, its advisors, or representatives shall have any liability whatsoever (in negligence or otherwise) for any 
loss whatsoever arising from any use of this document or its contents or otherwise arising in connection with this document.

The following information does not constitute investment advice and shall not constitute an offer or invitation for the sale or purchase of securities or assets 
of Oxurionin any jurisdiction.  
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Translate
Novel therapeutics

Identify
Valid targets

Develop

Benefits for patients

Understand
Disease pathogenesis

T

Near-term value drivers ·Phase 2 clinical trials ongoing for each asset, data in 2022 and 2023

Long-term IP protection ·Composition of matter protection THR-149 (2034-39) and THR-687 (2039-44)

THR-149, second line DME for 40-50% of patients not doing well on anti-VEGFs, large unmet need 

THR-687, potential first line therapy with broader MoA than anti-VEGFs in DME, Wet AMD and RVO

Experienced and recently strengthened senior leadership ·R&D team with proven track record

Oxurion ·At a glance

Aiming to disrupt the $12+Bn anti-VEGF market and grow the $4.5Bn DME market
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Strong and experienced management team

Seasoned leadership team with a solid drug development track record

Chief Development 
Officer

Andy De Deene, 

M.D., M.B.A.

Chief Executive Officer

Tom Graney, 

C.F.A., M.B.A.

Chief Scientific 
Officer

Prof Alan Stitt, 

Ph.D.
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Anti-VEGF market is $12+Bn across all indications

THR-149 aims to grow the DME market targeting the 40-50% of patients not responding well to anti-VEGFs
THR-687 has potential as first line therapy across all indications disrupting the anti-VEGF market

Abbreviations: AMD, age-related macular degeneration; DME, diabetic macular edema; DR, diabetic retinopathy; ME-RVO, macular edema following retinal 
vein occlusion; VEGF, vascular endothelial growth factor

Source(s): DatamonitorHealthcare, 2017-2020; Decision Resources Group, 2019, GlobalData, 2021;Sun JK & KampolLM. OphthamicRes 2019;62:225-230

Worldwide retinal vascular disease market
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Current treatments have multiple unresolved challenges

Anti-VEGF is the mainstay of therapy, but unmet needs persist

Time since therapy initiation
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Clinical trial setting or 
intensive regimen of 
anti-VEGF therapies

Real-life practice of 
anti-VEGF therapies

Maintenance phaseInitiation phase
Monthly IVT injections* IVT injections scheduled according to various treatment regimens** 

Speed of onset Durability of action & Convenience

Extent of effect

* Duration of induction phase varies from 3 to 5  monthly IVT injections (depending on vascular retinal disorder and anti-VEGF therapy)

** Several treatment regimens are currently adopted in real-world practice (e.g., fixed regimen (monthly or every 2 months), PRN-type regimen (as needed), 
or treat-and-extend regimen)

Note(s): treatment strategy figure for illustrative purpose

Abbreviation(s): IVT, intravitreal; PRN, pro re nata; VEGF, vascular endothelial growth factor

Target value
proposition for 
Oxurion solutions
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The regulatory pathway for vascular retinal diseases is well established

Low regulatory risk with well established primary endpoint - BCVA (Best Corrected Visual Acuity)

CST (Central Subfield Thickness) established secondary endpoint
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Progressive vision loss is a significant patient and caregiver burden

Resulting in a payor friendly environment

* Scotoma is a partial loss of vision or blind spot within the visual field

Abbreviation(s): QoL, quality of life; RVD, retinal vascular disease

Source(s): pictures from The Angiogenesis Foundation. Advocating for improved treatment and outcomes for DME. 2014 

Loss of Visual function Disabilities Negative impact of QoL

Blurred vision Faded colors Scotoma* Distorted vision

Vision with RVD

Normal vision

Orientation

Recognizing facesReading

Driving Quality of lifeDisability

ProfessionalPsychosocial
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Differentiated molecules, in validated pathways, with novel 
mechanisms of action and first in class potential

Pan-RGD integrin antagonist

THR -687

Potential to disrupt the entire 
anti-VEGF market

First in Class Potential 

Plasma kallikrein inhibitor

THR -149

Potential to be newstandard of care 
for the 40-50% of DME patients who 
respondsuboptimally to anti-VEGFs 

First in Class Potential 

Abbreviation(s): DME, diabetic macular edema; RGD, arginylglycylasparticacid; VEGF, vascular endothelial growth factor
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Ongoing & planned clinical developments in DME, wet AMD & ME-RVO

Wholly owned pipeline targeting validated pathways

Completed stage            Ongoing stage

Abbreviation(s): AMD, age-related macular degeneration; DME, diabetic macular edema; ME-RVO, macular edema following retinal vein occlusion NA, not 
applicable; R&D, research & development; RCT, randomized controlled trial; RGD, arginylglycylasparticacid

R&D stage

Candidate Target
Potential 

indication(s) Preclinical Phase 1 Phase 2 Phase 3 Filing
Development

Status

THR-149
Plasma 

kallikrein
2nd Line DME

Phase 2 - Part B,
Enrolling

THR-687
Pan-RGD 
integrins

1st Line DME
Phase 2 - Part A, 
Fully enrolled 

THR-687
Pan-RGD 
integrins

Wet AMD/ 
ME-RVO

NA
Planned Phase 2
RCT in 2022



THR-149
Highly potent plasma kallikrein inhibitor targeting a 
VEGF-independent pathway  

Potential to grow the DME market as the SoC for 40-50% of 
DME patients who respond suboptimally to anti-VEGFs
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THR-149 ·Highly potent plasma kallikrein inhibitor for DME

Selective and stable peptide targeting plasma kallikrein to treat the 40-50% of patients 
who do not respond well to anti-VEGFs and have limited treatment options

(Ki PKal= 0.2 nM)

Abbreviation(s): BK, bradykinin; DME, diabetic macular edema; FXII, factor XII; KKS, kinin kallikrein system; PK, PreKallikrein; PKal, plasma kallikrein; VEGF, 
vascular endothelial growth factor

Source(s): Teufel et al. J Med Chem 2018;61(7):2823-2836;Sun JK & KampolLM. OphthamicRes 2019;62:225-230

Å Plasma kallikrein is a clinically well 
validated target for edema, inflammation, 
and the prevention of microhemorrhages

- PKaland bradykinins are elevated in 
diabetic eyes

- Bradykinins cause retinal edema

- PKal inhibition lowers bradykinins and 
reduces edema in the retina

Å THR-149 was licensed from Bicycle 
Therapeutics
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THR-149 ·Rationale for targeting plasma kallikrein in DME

Not all patients have elevated VEGF levels, two distinct, independent pathways linked to DME 
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DME patients ID # 

PKallevels

VEGF levels

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

Å PKalis a key driver in 
DME

Å PKalinhibitors have 
the potential for sub-
optimal responders to 
SoC

Abbreviation(s): DME, diabetic macular edema; PKal, plasma kallikrein; SoC standard of care; VEGF, vascular endothelial growth factor

Source(s): adapted from Kita T et al. Diabetes2015;64:3588-3599
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THR-149 Phase 1 ·Clinical evidence ·Safe and Effective

Abbreviation(s): AE, adverse event; BCVA, best-corrected visual acuity

ÅTHR-149 is safe and well-tolerated 

ÅNo dose limiting toxicities, no ocular serious adverse events 

ÅAll other ocular AEs were unrelated to THR-149

ÅRapid onset of action and a clinically meaningful improvement in BCVA with a single injection
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D1 M1 M2 M3 M4 M5 M6

Screening Dose-level Selection             
for Part B

0.01 mg 0.04 mg 0.13 mg 

Anti-VEGF suboptimal 
responders:

Center-involved DME; 
CST ≥ 320 µm (OCT)

BCVA ≤ 73 and ≥ 39 letters

≥ 5 anti-VEGF injections

6

6

8

N

Part A ·Dose level selection THR-149

N=20, rando 1:1:1 

Primary Endpoint was BCVA ·Secondary Endpoints include CST, AEs

* Per protocol set

Abbreviations: AE, adverse event; BCVA, best-corrected visual acuity; CST, central subfield thickness; D, day; DME, diabetic macular edema; IVT, intravitreal;
M, month; N, number; OCT, optical coherence tomography; rando, randomization; VEGF, vascular endothelial growth factor

THR-149 Phase 2 Part A in DME ·Anti-VEGF suboptimal responders 

Å First time multiple IVT of THR-149 in DME patients 
who respond suboptimally to anti-VEGF (per 
inclusion criteria)

Å Confirmation of safety & efficacy for the highest dose

Å Confirming proof of concept 

Phase 2 ·Part A



THR-149 Phase 2 Part A clinical trial

High dose (0.13 mg) was selected for Part B, based on safety & efficacy at month 3  

Å Favorable safety profile with no serious ocular AEs at any dose

Å No inflammation in the study eye of any patient at any dose 

Å No rescue medication need

Å 6.1 letter improvement in mean BCVA at month 3

Å Stable CST 

Treatment safety

High dose outcome

Note(s): safety data set, N=23 patients; efficacy data set, N=20 patients; high-dose efficacy data set, N=8 patients

Abbreviations: AE, adverse event; BCVA, best-corrected visual acuity; CST, central subfield thickness

Source(s): data on file 16



THR-149 Phase 2 Part A clinical trial 

Categorical gain in BCVA from baseline at month 3 in the high dose group*
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* Per protocol set, N=8

Note(s): value before rescue carried forward

Abbreviations: BCVA, best-corrected visual acuity; CI, confidence interval; N, number of subjects in the analysis set

Source(s): data on file 17



18Abbreviation(s): DME, diabetic macular edema; EU, Europe; US, United States; VEGF, vascular endothelial growth factor

Phase 2 Part B multiple injections 

Multicenter, randomized, 2-part study

128 targeted patients (Part A, 20; Part B, 108)

67 targeted sites (US & EU)

Part A ·High dose selected for Part B

Part B ·Compare THR-149 to aflibercept - enrolling

Topline Part B data ·Mid 2023

THR-149 Phase 2 Part B in DME ·Anti-VEGF suboptimal responders 



Primary EndpointScreening

THR-149  0.13 mg Sham

27

Part B ·Topline data

N=108, rando 1:1:1:1      ResultsMid 2023

D1 M1 M2 M3 M4 M5 M6

27

27

27

Aflibercept  2 mg 

N

Abbreviations: AE, adverse event; BCVA, best-corrected visual acuity; CST, central subfield thickness; D, day; DME, diabetic macular edema; M, month; N, 
number; OCT, optical coherence tomography; rando, randomization; SoC, standard of care; VEGF, vascular endothelial growth factor

Primary Endpoint is BCVA ·Secondary Endpoints include CST, AEs

THR-149 Phase 2 Part B in DME ·Anti-VEGF suboptimal responders 

Å Potential for substantial part (40%-50%) of 
currently underserved DME population 

Å Powered (80%) for superiority over anti-VEGF (SoC)

Å Refined patient inclusion/exclusion criteria

Å Provide preliminary data on use of THR-149 in 
combination with anti-VEGF therapy

Phase 2 ·Part B

19

Treatment
flip-over

Anti-VEGF suboptimal 
responders:

Center-involved DME; 
CST ≥ 320 µm (OCT)

BCVA ≤ 73 and ≥ 24 letters

≥ 5 anti-VEGF injections



THR-687

Pan-RGD integrin antagonist with the potentialto 
disrupt the entire anti-VEGF market
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THR-687 ·Pan-RGD integrin antagonist

Addresses ALL four disease hallmarks in retinal vascular diseases

Abbreviation(s): AMD, age-related macular degeneration; DME, diabetic macular edema; DR, diabetic retinopathy; ME-RVO, macular edema following retinal 
vein occlusion; RGD, arginylglycylasparticacid; VEGF, vascular endothelial growth factor

Source(s): Van Hove I et al. Prog Retin Eye Res 2021;85:100966

Å Inhibition of integrins targets multiple
processes involved in pathological 
angiogenesis and vascular leakage

Å Integrin antagonists work both 
upstream and downstream of VEGF 
with broader potential efficacy

Å THR-687 has a broad therapeutic 
potential in several retinal diseases :

- DME

- Wet (neovascular) AMD

- ME-RVO
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THR-687 ·Highly potent pan-RGD integrin antagonist 

Strong binding to άŜŦŦƛŎŀŎȅέ receptors and weak binding to potential άǎƛŘŜ ŜŦŦŜŎǘέ receptors

Integrin Integrin Receptor Class
THR-687

IC50 ± SD (nM)

αvβ3

RGD binding

4.4 ± 2.7

αvβ5 1.3 ± 0.5

α5β1 6.8 ± 3.2

αvβ6 9.0 ± 5.3

αvβ8 1.5 ± 0.7

αvβ1 3.2 ± 1.3

αIIbβ3* 2,000 ± 1,500*

α4β1 Leukocyte-specific 3,800 ± 1,700

α2β1 Collagen binding 121,000 ± 25,000

α3β1 Laminin binding > 5,000,000
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* THR-687 did not affect platelet aggregation up to 100 µM (fibrinogen as inducer)

Note(s): full ovals represent integrin receptors involved in DR disease hallmarks

Abbreviation(s): DR, diabetic retinopathy; IC50, half maximal inhibitory concentration; RGD, arginylglycylasparticacid; SD, standard deviation

Source(s): Hu TT et al. Exp Eye Res 2019;180:43-52; Van Hove I et al. Prog Retin Eye Res 2021;85:100966
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THR-687 Phase 1 ·Clinical evidence ·Safe and well tolerated

ÅTHR-687 is safe and well-tolerated

ÅNo dose limiting toxicities, no serious adverse events occurred in the study

ÅAll treatment-related AEs were unrelated to THR-687

Å3 subjects received rescue medication; 1 in the middle dose group at M2 and 2 in the high dose group (one at M1 
and one at M2)

Abbreviation(s): AE, adverse event; M, month; VEGF, vascular endothelial growth factor
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* Accounted for rescue: value before rescue carried forward

Baseline defined as the day of the injection. SE is only presented for overall data (across dose levels)

Abbreviation(s): BCVA, best-corrected visual acuity; D, day; ETDRS, early treatment diabetic retinopathy study; M, month; SE, standard error 24

THR-687 Phase 1 ·Clinical evidence ·Mean change BCVA from baseline*

Single injection; High dose - highest BCVA gain, with mean 12.5 letters gain at M3 

V Speed of onset

V Extent of effect

V Durability of effect
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THR-687 ·Phase 2 study in first line DME

Abbreviation(s): AE, adverse event; BCVA, best-corrected visual acuity; DLT, drug-limiting dose; DME, diabetic macular edema; EU, Europe; M, month; US, 
United States; VEGF, vascular endothelial growth factor

Phase 2 multiple injections

Multicenter, randomized, 2-part study

303 targeted patients

90 targeted sites (US & EU)

Part A ·Select the dose of THR-687

Part B ·Compare THR-687 to aflibercept

Start Part A ·Fully enrolled

Select dose ·H1 2022

Topline Part B data ·H2 2023

Safety

Safe and well tolerated, no DLTs or ocular serious AEs

Durability of effect

BCVA gain maintained post-single injection at M3, with 

12.5 letters BCVA gain in the high-dose group

Mode of action

Broader biological effect than anti-VEGF therapy

Phase 1 single injection ·Results

Speed of onset

3.1 letters BCVA gain as of the day after the IVT injection

Extent of effect

9.2 letters mean BCVA gain at M1
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Dose level selection for use in Part B

* Dose levels expressed as THR-687 free base, corresponding to 1.4 mg and 2.5 mg in the Phase 1 study, where dose levels were expressed as THR-687 salt

Abbreviations: BCVA, best-corrected visual acuity; CST, central subfield thickness; D, day; DME, diabetic macular edema; IVT, intravitreal;M, month; N, 
number; OCT, optical coherence tomography; rando, randomization

THR-687 Phase 2 Part A in DME ·Treatment naïve patients

Å Dose selection for Part B

Å First time multiple IVT of THR-687 in treatment 
naïve DME patients

Å Confirmation of safety multiple IVT THR-687

Å Stacking of efficacy signal (early onset, high effect, 
durability of effect)

Å Confirming proof of concept 

Phase 2 ·Part A

D1 M1 M2 M3 M4 M5 M6

Screening Dose-level Selection             
for Part B

1.2mg* 2.0mg* 

Treatment naïve 
DME patients:

Center-involved DME; 
CST ≥ 320 µm (OCT)

BCVA ≤ 73 and ≥ 39 letters

6

6

N

Part A ·Dose level selection THR-687

N=12, rando 1:1      Results H1 2022



Screening

** PRN injection at M3, M4 or M5, the first time the PRN criteria are met

Abbreviations: AE, adverse event; BCVA, best-corrected visual acuity; CST, central subfield thickness; D, day; DME, diabetic macular edema; M, month; N, 
number; PRN, pro re nata; rando, randomization; SoC, standard of care

Primary Endpoint is BCVA ·Secondary Endpoints include CST, AEs

THR-687 Phase 2 Part B in DME ·Treatment naïve & previously treated

Å 80% powered study

Å Potential for Phase 2 data demonstrating 
superiority over SoC for majority of DME 
population

Phase 2 ·Part B

Part B ·Topline data

Treatment naïve, N=231, rando 2:1

Previously treated, N=60, rando 1:1

Primary Endpoint

D1 M1 M2 M3 M4 M5 M6

Selected dose THR-687 Part A Aflibercept  2 mg 

77
+30

154
+30

N
**

M7 M8

Results H2 2023

27



Company highlights
Establishing new standards of care in retinal diseases
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Company recap value proposition

* Therapeutic expertise and risk/value of pipeline assets

Abbreviation(s): CDMO, commercial drug manufacturing organization; DME, diabetic macular edema; MoA, mechanism of action

Source(s): adapted from www.pwc.com/pharma2020

A clear positive company benefit-risk ratio ·An attractive business model, relatively de-risked
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RiskLow High

0

+++
Front runner

Company benefit-risk framework

Long shot

LaggardLow-hanging fruit

Å Limited competition in OXUR MoAs (first-
in-class potential)

Å Large addressable markets

Å No novel 2nd-line DME therapy (THR-149)

Å No need for market development

Å Chronic disease - high value per patient

Å Market trends (diabetes & ageing)

Å High net margin business

Å Capital efficient outsourced supply chain

0 +++
Attractive business model

Å Technical (validated MoAs)

Å Regulatory end points well established

Å No safety signals in any clinical study

Å Manufacturing numerous quality CDMOs

Å Modality (small molecule and peptide)

Å Payor friendly therapeutic area

Low High
Relatively de-risked
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Oxurion has several value inflection points in the near term

Phase 2 - Part B
Topline data in DME

Phase 2 - Part B
Topline data in DME

Plasma kallikrein 
inhibitor

THR -149

Pan-RGD integrin 
antagonist

THR -687

Abbreviation(s): AMD, age-relatedmacular degeneration; DME, diabetic macular edema; ME-RVO, macular edema following retinal vein occlusionRGD,
arginylglycylaspartic

Initiate Phase 2 
- Part B in DME

Initiate Phase 2 
- Part A in DME

Initiate Phase 2 in 
Wet AMD/ME-RVO

Phase 2 - Part A 
dose selection 
data in DME

Initiate Phase 2 
- Part B in DME

H1 2021  H1 2023  H2 2023  H1 2022  H2 2022  H2 2021  

Angiogenesis
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T

Near-term value drivers ·Phase 2 clinical trials ongoing for each asset, data in 2022 and 2023

Long-term IP protection ·Composition of matter protection THR-149 (2034-39) and THR-687 (2039-44)

Experienced and recently strengthened senior leadership ·R&D team with proven track record

Oxurion ·At a glance

Aiming to disrupt the $12+Bn anti-VEGF market and grow the $4.5Bn DME market

€10 million in cash as of June 30, 2021·€10 million convert with Kreosand Pontifax

€30 million put-option agreement with NegmaGroup

Translate
Novel therapeutics

Identify
Valid targets

Develop

Benefits for patients

Understand
Disease pathogenesis

THR-149, second line DME for 40-50% of patients not doing well on anti-VEGFs, large unmet need 

THR-687, potential first line therapy with broader MoA than anti-VEGFs in DME, Wet AMD and RVO



Thank you for your 
attention

www.oxurion.com


