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Important notice and disclaimer
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This document has been prepared by Vivoryon Therapeutics N.V. (the “Company” or “We”) strictly only for discussion purposes. This document does not constitute or form part of
any offer or invitation to sell or issue, any offer or inducement or invitation or commitment to purchase or subscribe for, or any solicitation of any offer to purchase or subscribe for, any
securities in the Company or any other entity. By reviewing this document, you represent that you are able to receive this document without contravention of any legal or
regulatory restrictions applicable to you and will not use this information in relation to any investment decision.
This document and its contents may not be reproduced, redistributed, published or passed on, directly or indirectly, to any other person or published, in whole or in part, for any
purpose. Failure to comply with these restrictions may constitute a violation of applicable securities laws. By accepting and reading this document, you will be deemed to agree not to
disclose, reproduce or otherwise distribute any information contained herein.
Certain information contained in this document has been obtained from published and non-published sources prepared by third parties. While such information is believed to be
reliable for the purposes used herein, none of the Company or its affiliates, directors, officers, employees, members, partners, shareholders or agents make any representation or
warranty with respect to or assume any responsibility for the accuracy of such information, and such information has not been independently verified by the Company.
Certain statements contained in this document constitute forward-looking statements, estimates, predictions, influences and projections which are subject to risks and uncertainties
and may reflect various assumptions, which may or may not prove to be correct. These forward-looking statements include information about possible or assumed future results of
the Company’s business, financial condition, results of operations, liquidity, business strategy, management plans and objectives for future operations. In particular, the words
“anticipate,” “believe,” “could,” “expect,” “should,” “plan,” “intend,” “estimate” and “potential,” or other similar expressions are intended to identify forward-looking statements. Forward-
looking statements appear in a number of places in this presentation and include, but are not limited to, statements regarding our intent, belief or current expectations. Forward-
looking statements are based on our management’s beliefs and assumptions and on information currently available to our management. Such statements are subject to risks and
uncertainties, and actual results may differ materially from those expressed or implied in the forward-looking statements due to of various risk factors and uncertainties including
without limitation in relation to: the effectiveness of our main product candidate, and our ability to commercialize it if the regulatory approval is obtained; our ability to explore
other potential fields of application of our product candidates and benefits of combination therapies between our product candidates and other products; our ability to compete
and conduct our business in the future; our ability to expend our limited resources and to obtain funding for our operations necessary to continue as a going concern or to
complete further development and commercialization of our product candidates; the timing of and our ability to obtain and maintain regulatory approval for our product candidates;
the initiation, timing, progress, results, and cost of our research and development programs and our current and future preclinical studies and clinical trials, including statements
regarding the timing of initiation and completion of studies or trials and related preparatory work, the period during which the results of the trials will become available and our research
and development programs. These risks and uncertainties and other factors could materially adversely affect the outcome and financial effects of the plans and events described
herein. Our results of operations, cash needs, financial condition, liquidity, prospects, future transactions, strategies or events may differ materially from those expressed or
implied in such forward-looking statements and from expectations. Moreover, we operate in an evolving environment. Thus, new risk factors and uncertainties emerge from time to
time and it is not possible for our management to predict all risk factors and uncertainties, nor can we assess the impact of all factors on our business or the extent to which any
factor, or combination of factors, may cause actual results to differ materially from those contained in any forward-looking statements. We qualify all of our forward-looking statements
by these cautionary statements.
Forward-looking statements speak only as of the date they are made, and we do not undertake any obligation to update them in light of new information or future developments or to
release publicly any revisions to these statements in order to reflect later events or circumstances or to reflect the occurrence of unanticipated events or otherwise, except as
required by applicable law.
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The kidney is the most frequently replaced organ worldwide

Average age @ receiving a 
kidney transplant: 

53 years4

Many more would need 
dialysis but have 

no access to therapy

Over 110,000 kidneys 
transplanted annually (2023)3

3.7 million people on 
dialysis worldwide1

As context 
>1 million hip replacements 

are conducted each year 
worldwide2

1iin 2020; Fresenius Medical Care Capital Markets Day 2025; 2Jennison et al., Ann R Coll Surg Engl. 2023; 
3Global Observatory on Donation and Transplantation (GODT); 4in Europe, eurotransplant.org
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CKD is a major economic and societal burden in Europe and worldwide
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1 Sundström J, et al., The Lancet Regional Health – Europe., 2022; 2 van Mil D, et al., Clin Kidney J., 2024; 3 EKHA. European Kidney Alliance. August 2015; 
4 Rao N, et al. Presented at: WCN 2024,.

Europe allocates 
approximately 
€140 billion annually 
to treat CKD and kidney failure2

Cost of hemodialysis 
to health care systems 
can reach up to €80,000    
per patient per year3

Driven by dialysis, projections indicate that by 2032, 
CKD-related environmental burden in Germany alone 
could generate approximately 1.24 billion kilograms        
of carbon emissions
— equivalent to the annual carbon footprint of 737,000 cars4

One in every 10 
adults in Europe is 
affected by chronic 
kidney disease (US 1 in 7)1 

End-stage CKD 
accounts for 
2-3% of health 
care budgets



© Vivoryon Therapeutics N.V.

Rate of cardio-metabolic risk factors and age are key dynamics in the 
CKD market
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Number of CKD patients and burden of disease 
expected to increase globally in next decade1

Global CKD 
prevalence: 

>10% of general 
population, or 

>800mn CKD 
patients3

1Adapted from Fresenius Medical Care AG, Investor Presentation Q2 2024, page 5, references include  aUnited Nations Department of Economic and Social Affairs, 
Population Division (2022). World Population Prospects 2022: Summary of Results. UN DESA/POP/2022/TR/NO.3. bWHO Global Health Observatory (2019), adjusted for 

population aged >18. cIDF Diabetes Atlas 2021 (10th edition); 2US Renal Data System; 3 Based on estimates for 2017, Jager et al., Kidney International (2019)

Diabetes and hypertension are leading 
causes of end-stage kidney disease1
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CKD market driven largely by new molecules in development pipeline

Schematic. Illustrative purposes only. CKD market value forecasts 7 major markets. Based on GlobalData 2024 (Marketed and pipeline CKD), Healthcare Research Reports (rare CKD, 
differentiation between marketed and pipeline not available). Note Rare CKD includes Lupus, Fabry Disease, aHUS, IgAN, FSGS, GMN, C3 glomerulopathy, Alport, Nephrotic cystinosis, 
ADPKD, Fabry Disease and e.g. lupus are major drivers of current marketed value.

~$6bn

~$23bn
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Novel therapies are needed to address the rising global health challenge of 
kidney disease
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1schematic based on Costanzo et al., Int. J. Mol. Sci. 2023; 2 Perkovic et al., N Engl J Med, 2024.

Current therapies do not halt or reverse the progressive decline in kidney function 
characteristic of chronic kidney disease

Semaglutide effect on kidney 
function (FLOW trial eGFR)2

SGLT2i effect on kidney function 
(eGFR; compiled data)1

Decline in function
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Vivoryon: Mid clinical stage biotech company aiming to transform the treatment 
of kidney disease with its novel drug candidate varoglutamstat
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MEDICAL NEED

Therapies that can 
stabilize or improve 

kidney function with the 
aim of stopping 

progression to kidney 
failure / ESKD

SOLUTION

Target key drivers of 
kidney inflammation and 

fibrosis with 
varoglutamstat, a first-in-

class QPCT/L inhibitor

OPPORTUNITY

Clear path to market in 
large and growing global 
population; initial target 

market DKD

EVIDENCE

Varoglutamstat has shown 
unique potential to 

stabilize and partially 
recover kidney function in 
two independent clinical 

studies1

1 VIVIAD and VIVA-MIND Phase 2 studies in early Alzheimer's disease (AD) included prospectively defined measures of 
kidney function as safety and other exploratory endpoints , ESKD: end-stage kidney disease 



The Technology: Reducing 
inflammation and fibrosis in 
the kidney stabilizes and 
improves kidney function
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Fibrosis

improved kidney

Kidney function

Inflammation

Fibrosis

eGFR

Pyroglutamated peptides produced by QPCT/L are a central part of the pro-
inflammatory/pro-fibrotic pathways in kidney disease
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Varoglutamstat

pyroglutamate 
formation

QPCT/L substrate protein

QPCT/LQPCT/L

pyroglutamate 
formation 
blocked

Kidney function

Inflammation

impaired kidney

Fibrosis

Cynis et.al. EMBO, 2011; Cynis et al, Int. J Exp Path, 2013, Kanemitsu et al., 2021; Vivoryon company data, 2024;
QPCT/L - Glutaminyl-peptide cyclotransferase / -like protein; Notes: Graphic is for illustrative purposes only. 
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Varoglutamstat’s effect on kidney function has been demonstrated in two 
independent randomized double-blind placebo-controlled Phase 2 studies
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VIVIAD Phase 2b 
Europe, n=259
Adults with mild AD 300/600mg BID
Slow up-titration 76 wks tx duration1

VIVA-MIND Phase 2
USA, n=109
Adults with mild AD 600mg BID
Faster up-titration 46 wks tx duration1

VIVIAD: ClinicalTrials.gov IDNCT04498650; VIVA-MIND: ClinicalTrials.gov IDNCT03919162; BID: twice daily; eGFR: estimated glomerular filtration rate, based on serum creatinine samples and 
calculated using the modification of diet in renal disease (MDRD) method; AD: Alzheimer’s disease; 1mean treatment duration; 2Diabetes subgroup defined as patients having at baseline either 

medical history of diabetes (type 1 or 2, and glucose tolerance impaired, hyperglycaemia in VIVA-MIND) and/or comedication with drugs used in diabetes and/or untreated with a HbA1c > 6.5%. 

◆ Kidney function measured using eGFR, a key regulatory endpoint, 
prospectively included as a pre-specified safety / exploratory endpoint

◆ Statistically significant and clinically meaningful improvement in eGFR 
in both studies

◆ Significant effect first observed at week 24 and sustained until week 96

◆ Substantially larger effect size in participants with diabetes vs. without 
diabetes2

◆ Improvement confirmed in a meta-analysis and pooled analysis

◆ Varoglutamstat well-tolerated to date in >400 study participants 

Strong proof of principle data in over 360 patients treated 
for up to 2 years provide basis for development of

varoglutamstat in diabetic kidney disease
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Change in eGFR over time; pooled data from VIVIAD and VIVA-MIND (MMRM); 
All subjects; 600mg BID varoglutamstat

eGFR: estimated glomerular filtration rate, based on serum creatinine and calculated using the modification of diet in renal disease (MDRD) method. eGFR data were analysed over time using 
MMRM (mixed model for repeated measures) modelling including fixed effect terms for study, treatment, visit window and treatment-by-visit interaction as well as baseline and study using data from 
patients randomized to 600mg BID and placebo of all visits on treatment, for VIVIAD (4–96 wks) and VIVA-MIND (4–72 wks). Within subject error modelled using an unstructured covariance matrix.

Varoglutamstat 

◆ Clear and consistent separation after 
24 weeks

◆ Effect stable and maintained above 
baseline for 2 years

◆ Placebo patients decline mildly

BID

baseline
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Varoglutamstat shown to be well-tolerated
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TEAE: Treatment Emergent Adverse Event; SAE: Serious Adverse Event

Pharmacology / Phase 1
◆ Phase 1 study: large trial with 205 

subjects
◆ Human ADME / mass balance study 

completed

Phase 2 double-blind, placebo-
controlled

◆ Phase 2a study: 120 patients, 12 weeks

◆ VIVIAD Phase 2b study: 259 patients, 
mean treatment duration 76 weeks

◆ VIVA-MIND Phase 2 study: 109 patients 
treated, mean treatment duration 
46 weeks

Extensive safety package 
(# / duration) 
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Effect size substantially higher than observed with current standard of care 
(SGLT2i / GLP-1)
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Note: data comparisons are for illustrative purposes and not from head-head-studies or comparable patient populations, timelines or methods; Data for varoglutamstat is from pooled 
slope analysis for VIVIAD / VIVA-MIND Phase 2 study, diabetes subgroup; SGLT2 – sodium glucose cotransporter-2 inhibitor class; GLP-1 Glucagon-like peptide class; MRA: 

mineralocorticoid receptor antagonist; QPCT/L – varoglutamstat inhibits the glutaminyl cyclases QPCT and QPCTL; eGFR: estimated glomerular filtration rate;
1 Heerspink et al. N Engl J Med, 2020; 2 Perkovic et al., N Engl J Med, 2019;3 Perkovic et al., N Engl J Med, 2024; 4 Bakris et al., N Engl J Med, 2020
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Conducted qualitative assessment, no increase in albuminuria observed; analysis of albuminuria planned for next Phase 2b study
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The kidney space has a strong M&A dynamic

15

1Valuation based on equity value after SPAC merger; deal sizes based on publicly available company disclosures
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2018 2019 2020 2021 2022 2023 2024 2025

$1bn

$3bn

$2bn

$4bn

$5bn Alpine Immune Sciences

Chinook Therapeutics

Calliditas

Corvidia Therapeutics

Regulus
Therapeutics

ProKidney1

CinCor Pharma

Keryx Biopharma
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Vivoryon owns a large patent portfolio including a recently granted US patent on 
composition of matter for varoglutamstat until 2044
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Composition of matter 
HCl polymorph, granted

Varoglutamstat / VY2149 / SGLT2i, filed 

2044

SGLT2i - combination 

Broad, all salts, filed

max. 2049

Dosing regimen
2045

2045

PTE: patent term extension (potential for Hatch-Waxman extension of up to 5 years)

Medical use kidney
Broad, all salts, filed 2045 max. 2050

PTE option

max.2050

max.2050

NEW

IP-strategy: recent highlights & updates
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◆ Double-blind randomized placebo-controlled multi-center study
◆ Patients with T2DM with stage 3b/4 CKD on top of SoC incl. SGLT2-i
◆ Adequately powered for meaningful data readout 
◆ No. of patients: ~100 – 150 
◆ Topline data ~24 months; design could include interim analysis at ~15 months to 

give earlier proof-of-concept2

◆ Typical trial cost approx. €12 -18m - dependent on patient number

◆ Aiming to confirm the efficacy of varoglutamstat 600mg BID on eGFR in people with 
advanced diabetic kidney disease in an efficient and timely manner

17

New Study: Efficient study design to confirm the treatment effect in patients with 
advanced DKD1

1 Draft trial considerations as part of scenario planning; study start and final trial design subject to additional financing / partnership; 2 timelines refer to from study start. 
BID: twice daily; T2DM: type 2 diabetes mellitus; CKD: Chronic Kidney Disease; SoC: standard of care; SGLT2-i: sodium-glucose cotransporter-2 inhibitor 

Primary
Goal

Key 
Metrics

and
Considerations
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Why invest?
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1 VIVIAD and VIVA-MIND Phase 2 studies in early Alzheimer's disease (AD) included prospectively defined measures of 
kidney function as safety and other exploratory endpoints; 

Market

◆ High medical need with no therapies available that stabilize kidney function long-term  

◆ Sizable population in major markets US, EU and globally

◆ Attractive opportunity in kidney space with excellent opportunity to collaborate with big 
Pharma, particularly with Phase 2b study in DKD

Company/clinical asset

◆ Robust clinical evidence in 2 independent studies with a large and unprecedented effect size1

◆ New mechanism of action with excellent pre-clinical pharmacology results

◆ Next study with low-risk design and attractive short time to study results within 24 months

◆ Experienced management team with proven track record 
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IR@vivoryon.com
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www.vivoryon.com
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