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Note on the presentation and forward looking statements

This document does not constitute a public offering in the meaning of the Regulation (EU) 2017/1129 of the European Parliament
and of the Council, or any other offer or invitation to acquire any Company's securities, nor the incentive to submit bids for the acquisition
or subscription of the Company's securities.

This document does not constitute information about the Company's securities and the terms and conditions of their acquisition or offering sufficient

grounds to decide whether to purchase or acquire such securities. In particular, the document does not constitute an offer

of securities for sale in the United States, nor may the securities be offered or sold in the United States absent registration under the Securities Act

or in reliance upon an available exemption from the registration requirements of the U.S. Securities Act and in compliance with applicable state

securities laws.

The forward-looking statements contained in this document, such as those relating to the Company's income, results or development,

are based on a number of assumptions, expectations and projections, and are subject to uncertainty and may change as a result of external

or internal factors and should not be treated as binding forecasts. Neither the Company nor the persons acting on its behalf, in particular

the members of the Company's Management Board, the Company's advisers nor any other person, provide any assurance that future expectations will

be fulfilled, and in particular do not guarantee the future results or events of such statements and that the future results

of the Company will not differ materially from the forward-looking statements.

The information in this document is subject to change. Neither the Company nor any other person is obligated to update them.
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RVU120 is a CDK8/19 inhibitor currently in clinical development 
to address unmet medical need in hematologic and solid tumors

RVU120 is highly selective 
for CDK8/19

• First-in-class
• High potency

• High selectivity
• Low risk of DDI

• Easy to formulate
• Orally available
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CONFIDENTIAL

RVU120 is currently in development in two clinical trials



6

AML

Low-risk MDS

High-risk MDS

MDS/MPN overlap syndrome

Myelofibrosis (MF)

NHL

Diamond-Blackfan Anemia

• Signs of clinical activity in AML/HR-MDS

• Broad potential across AML/HR-MDS                   

(biomarker agnostic)

• Responder hypothesis in AML 

– unmet need with no approved therapies

• Synergy with standard-of-care in AML and MF

• Next data release - Q4 2023

• Preclinical evidence in TNBC

• Phase I ongoing

• Single agent and combination potential 

across several solid tumors

• Next data release - Q4 2023

Blood Cancers & Disorders Solid tumors

Neuroendocrine 

Breast 

Sarcoma 

HCC 

Colorectal  

Prostate   

RVU120: Potential across a broad range of cancers

Phase II launch planned for H2 2023
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1. Mayo Clinic
2. Cancer.net, June 2023

• The most common, highly 
aggressive type 
of acute leukemia occurring
in adults; unfavorable outcomes 
for most patients(1)

• Annual incidence in the US 
at ~20,500 with an estimated 
11,300 deaths in the US 
in 2023(2)

• Venetoclax sales estimated 
to exceed USD 3.5 bn in 2025(3)

AML (ACUTE MYELOID LEUKEMIA)

Global AML Market (4)

2022 2031

USD 3.2 bn
USD 6.6 bn

8.5% CAGR (2022-2031)

3. Biomedtracker 5 March 2023
4. GlobalData forecast

RVU120 Market Potential in Hematological Malignancies

• Disease leading to bone marrow 
damage, classified as cancer

• Growing market due to faster 
diagnosis of the disease 
and potential new therapies

• US incident cases expected 
to increase from 36,000 in 2018 
to 46,000 in 2028(4)

• Reblozyl projected peak sales 
of USD 2 bn

MDS (MYELODYSPLASTIC SYNDROME)

Global MDS Market(5)

2022 2030

USD 3.3 bn
USD 6.6 bn

9.3% CAGR (2022-2030)

• MF is a bone marrow disease 
characterized by JAK mutations; 
often leads to severe anemia

• Chronic disease with long duration 
of therapy; US prevalence is 
estimated to be ~12,800 in 2023(4)

• CTI BioPharma was acquired for 
USD 1.7 bn in May 2023 – lead asset 
is a JAK inhibitor with accelerated 
approval in subset of MF

MF (MYELOFIBROSIS)

Global MF Market (4)

2022 2031

USD 2.3 bn USD 2.9 bn

2.6% CAGR (2022-2031)

5. Coherent Insights
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The ongoing Phase 1b dose escalation trial in AML/HR-MDS is currently open 
at 5 Sites in the US and 3 Sites in Poland

RVU120 is given:

• orally EOD between D1 and D13 

• in a 21-day cycle 

• until disease progression 
or unacceptable toxicity
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Clinical Update: 11 of 24 evaluable patients showed clinical benefit

• A total of 29 patients have been 
treated
• Median age 71 years

• 26 patients had AML 
and 3 had HR-MDS

• Patients relapsed or were 
refractory to a median 
of 3 prior lines of therapy

Data cut-off: May 25, 2023

underwent transplant



11

Patients with poor prognostic characteristics demonstrated clinical benefit 
with RVU120 treatment

• In total, seven patients experienced 
meaningful BM blast reductions

• One patient with AML achieved 
a Complete Remission

• One patient with AML refractory 
to four prior lines of therapy became 
eligible for allogeneic stem cell 
transplantation

• Four patients achieved a hematological 
improvement (hemoglobin and/or platelet 
increase)

• A patient with a secondary leukemia 
is ongoing at 100 mg with clinical benefit
after more than 16 months

• Additional patients with blast reductions 
were observed

CR=Complete Remission, 

HI-E=Erythroid Response,

HI-P=Platelet Response. Blast reduction/Hematological Improvement

Signs of clinical benefit
were observed in 11 patients

MPN=Chronic Myeloproliferative Disorders, 

*received prior venetoclax
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• A total of 12 patients showed 
BM blast reduction 
while on RVU120 treatment

• Seven of them experienced meaningful 
clinical benefit:

• 1 Pt achieved a CR (103-002)

• 5 pts (2 HR-MDS and 3 AML) 
with conclusive reduction

• 1 Pt with AML refractory 
to 4 lines of therapy received 
transplant (106-007)

Best BM blast % reduction

-100%

-50%

0%

50%

100%

150%

200%

250%

300%

Transplant 
eligible

CRTP53 double-hit

BM blast reduction observed in 12 patients with evidence of clinical benefit 
confirmed in 7 patients
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• AML with TP53 mutation is associated with poor 
prognosis1

• When TP53 gene mutation and/or deletion involves 
both copies of this gene, it is called “double hit” and 
is associated with even worse prognosis than single 
TP53 mutation, with median OS of 2 months in first 
line treatment2

• Pt 107-009 was failing 2 prior lines of therapy when 
he started RVU120 and is still alive after 7 cycles of 
treatment with RVU120

• Treatment was discontinued due to febrile 
neutropenia, unrelated to RVU120

1. H. Dohner Blood (2022) 140 (12): 1345–1377

2. A. Stengel Luekemia (2017), 31, 705-711

Response was maintained up to study drug discontinuation

PT 107-009 BM blast reduction while on RVU120

Patient 107-009 with AML and TP53 double-hit achieved a durable >70% blast reduction
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• AML with myelodysplasia

• Patient was refractory to all four prior lines of therapy, 
including venetoclax

• After six cycles of treatment with RVU120 and a 
reduction of bone marrow blasts, the patient became 
eligible for an allogeneic transplant

Patient was successfully transplanted

PT 106-007 BM blast reduction while on RVU120

Reduction of blasts in patient 106-007 allowed an allogeneic stem cell transplant 
with potential for long term benefit
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RVU120 differentiation on hematopoietic cells: 
6 patients with evidence of increased erythroid differentiation

• In total, 6 patients experienced an increase in CD71 and CD235 markers on erythroid progenitors in the BM (Enhanced erythroid 
differentiation)

• 4 of those patients met objective criteria for erythroid response

• 2 of them also with platelet improvement

• Findings are consistent with the non-clinical evidence for erythroid and myeloid differentiation effects on bone marrow progenitors

Pt 106-004 Erythroid and Platelet response
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RVU120 has a favorable safety profile at doses tested to date

Most common* Treatment Emergent 
Adverse Events (TEAE)

RVU120 (10-135 mg)

Any grade n of pts (%) Grade 3-5 n of pts (%)

Nausea 19 (61%) 0

Vomiting 10 (32%) 1 (3%)

Febrile neutropenia 9 (29%) 9 (29%)

Thrombocytopenia 9 (29%) 7 (22.5%)

Pneumonia 7 (22.5%) 7 (22.5%)

Hypokalemia 6 (19%) 0

Anemia 5 (16%) 5 (16%)

Urinary tract infection 5 (16%) 3 (9%)

Cough 5 (16%) 0

Decreased appetite 5 (16%) 1 (3%)

• No DLTs and no study drug interruptions 
due to adverse drug reactions were observed

• No trend for increased toxicity at higher doses 
was observed during the dose escalation phase

• The most frequent TEAEs
were nausea/vomiting, 
in most cases Grade 1 and 2

• Hematologic events are expected in the study 
population and the majority of them 
were considered unrelated to RVU120

* Most common TEAEs occurring in at least 15% of enrolled patients

RVU120 was well tolerated 
at doses between 10 and 135 mg
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In patients treated in both ongoing RVU120 studies, 
pSTAT5 inhibition correlates with drug exposure

• STAT5 is a direct target of CDK8

• A decreasing level of pSTAT5 
indicates increasing target 
engagement by RVU120

• A consistent decrease of >70% 
can be achieved at doses of 250 mg 
and 375 mg and is expected 
to be efficacious in certain settings

• No DLTs were observed 
up to a dose of 375 mg

Relevant pharmacodynamic effects 
were observed in both trials
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RVU120 is well tolerated and has demonstrated signs of efficacy

• Treatment with RVU120 has resulted in clinical benefit in 11 out of 24 patients

• RVU120 induces erythropoiesis at a clinically relevant level, 
which supports further testing of RVU120 in patients with anemia

• Available pharmacodynamic data indicate that higher doses result in higher level of target 
inhibition and may be associated with more pronounced anti-leukemic activity of RVU120

• Clinical efficacy and safety data warrant further development of RVU120 in AML/HR-MDS

Enrollment is currently ongoing at 175 mg
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RVU120 potential 
in Myeloproliferative Neoplasms

(MPNs)
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Introduction to Myeloproliferative Neoplasms (MPNs)

• MPNs comprise a class of chronic leukemias 

characterized by abnormal cell growth and fibrotic scars in BM

• Three main types:

• myelofibrosis (MF)

• polycythemia vera (PV)

• essential thrombocythemia (ET)

• Current SoC targets JAK -STAT pathway

• Risk of progression to AML

• High unmet medical need

Pathologic picture of BM myelofibrosis 

MPNs (MYELOPROLIFERATIVE NEOPLASMS)
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Control

RVU120 20mg/kg BID

RVU120 40mg/kg QD 
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Confirmed efficacy of RVU120 in myelofibrosis models in vivo 

1. Reduction of spleen and liver volume

2. Reduction of WBC and PLT overproduction

3. Change from increased to appropriate number of megakaryocytes

4. Reduction of BM and spleen fibrosis grade from 3+ to 0

5. Change from left-shifted to trilineage hematopoiesis in BM

6. Reduction of disease reporter percentages

untreated RVU120

Reduction of bone marrow fibrosisReduction of spleen size

Confirmed high efficacy of RVU120 in MF model in vivo

3+ reticulin fibrosis 0-1+ reticulin fibrosis
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RVU120 improves over SoC in myelofibrosis ruxolitinib in vivo

• Ruxolitinib (Jakafi) is a SoC drug that reduces symptoms in MF patients

• RVU120 is efficacious in JAK mutant cells resistant to ruxolitinib

• Confirmed synergy between RVU120 and ruxolitinib in vitro

• RVU120 improves MF symptoms over ruxolitinib in combinations in vivo

JAK2 V617F mut
Ruxolitinib-resistant cells

RUX RUX + RVU120

Reduction of bone marrow fibrosis

3+ reticulin fibrosis 0+ reticulin fibrosis
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Conclusions

• RVU120 alone and in combination can reduce symptoms 
and has disease modifying potential in MPNs/MF

• Favorable RVU120 toxicity profile may enable targeting patients 
non eligible for ruxolitinib treatment

• Preclinical results confirm RVU120’s potential in ruxolitinib r/r 
MF patients

• Synergy with ruxolitinib indicates potential for expansion in the 
frontline setting

23

RVU120 validated as a drug candidate in MPNs/MF

Mechanism of RVU120 activity
in MPNs/MF
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Summary: RVU120 development in AML/HR-MDS and solid tumors
Phase II initiation planned for H2 2023

• After the data cut-off for the EHA poster, the 135 mg cohort has been fully enrolled

• Enrollment is currently ongoing at 175 mg

• 11 of 24 evaluable patients showed clinical benefit in the Phase I dose escalation (as of May 25, 2023)

• Additional sites in Poland are planned to be activated shortly to further support patient enrollment

• The study in patients with solid tumors is ongoing at 375 mg with no observed DLTs and consistent 70% target 
engagement.

• Further dose finding steps will be discussed at the next Data Review Committee Meeting on June 12th

• Discussions with ~20 key opinion leaders and investigators in several development tracks: 
AML/HR-MDS, MDS-MPN, LR-MDS

• Study protocols finalized, CRO / clinical vendors contracting either finalized or at the advanced stage

• Targeting H2 2023 for Phase II initiation in AML/HR-MDS and solid tumors

Status of dose finding

Phase II start-up activities are on-going full speed
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1. GlobalData
2. Coherent Market Insights, 2021

Indication Expansion to a Broad Commercial Space

3. Allied Market Research, 2023
4. Data Bridge Market Research, 2022

AML

+ MDS 
(incl. Low Risk)

+TNBC

+ Other 
Solid 

Tumors

~USD 6.6 bn market opportunity in AML 
(estimated market size in 2031)1

~USD 6.6 bn USD market opportunity 
(estimated market size in 2030)2

~USD 1.3 bn market opportunity 
(estimated market size in 2029)4

Significant upside in indications such as 
prostate cancer and sarcomas

RVU120 / Pipeline-in-a-pill: High market potential

MF ~USD 2.9 bn USD market opportunity 
(estimated market size in 2031)1
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HEMATOLOGY CANCERS

2023 2024 2025 2026 2027 2028 US Patient 
Opportunity1

Fast-to-market strategy: 
RVU120 monotherapy 
in R/R AML/HR-MDS

3,400+

Combo expansion:
RVU120 + preclinically 
validated synergistic drugs 
(e.g. BCL-2 inhibitors, such as venetoclax, 
or hypomethylating agents, such as azacytidine)

15,000+

Additional opportunities:
- MDS/MPN Overlap 

Syndrome
- Low-Risk MDS

17,000+

SOLID TUMORS

Monotherapy/combo
(e.g. TNBC, other solid 
tumors)

TNBC: 30,000+

Ph I

Pivotal Ph II Monotherapy

Ph II  Combination

Pivotal Ph III Combination

Low-Risk MDS*

MDS/MPN*

Ph I

Ph II Mono-/Combination

Ph III Mono-/Combination

1 US Patient Opportunity is comprised of Datamonitor forecasts of US incident cases in 2030 * Further clinical development will be planned based on PoC

I      II     III    IV I      II     III    IV I      II     III    IV I      II     III    IV I      II     III    IV I      II     III    IV I      II     III    IV

Ryvu is committed to execute a broad Clinical Development Plan for RVU120

Initiation of the 
registration process

Registration study
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RVU120 – Potential further data disclosures in 2023 

Conference name Date of the Meeting Location

65th American Society of Hematology
Annual Meeting 

ASH 2023
Dec 9 to 12 San Diego, USA

Congress of the European Society 
of Medical Oncology

ESMO 2023
Oct 20 to 24 Madrid, Spain

EORTC-NNCI-AACR Symposium

ENA 2023
Boston, USAOct 11 to 15
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Q&A

RVU120 is tolerated in patients with relapsed or refractory AML/HR-MDS

Signs of clinical activity were confirmed in additional patients

New translational data support additional opportunity in myeloproliferative neoplasms

Transition into Phase 2 development is planned for H2/2023 
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THANK YOU www.ryvu.com
ir@ryvu.com
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