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INTRODUCTION EFFICACY & SAFETY PHARMACODYNAMICS AND MECHANISM OF ACTION

Treatment with RVU120 results in effective inhibition of pharmacodynamic marker (PD) in solid tumor patients in the ongoing
dose-escalation trial.
Our goal is to achieve plasma levels of RVU120 that can effectively block CDK8 activity and trigger anti-tumor effects. To assess the PD

TEAEs incidence per cohort (intra-patient dose changes). Swimmer-plot, all patients treated with at least 1 dose. response of RVU120, we developed a flow cytometry assay that measures changes in CDK8-dependent STATS phosphorylation levels
(pSTATS5 S725). Analysis of cells exposed to patient plasma samples after treatment with RVU120 revealed that inhibition of pSTATS in
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At the data cut-off on 26 Sep 2023, 39 patients have had IMP administered, and 4 patients were ongoing. Median

CDK8 and its paralog CDK19 are cyclin-dependent kinases involved in transcriptional regulation via the mediator patient age is 58 years, median count of previous lines of therapy is 5 lines (heavily pre-treated group).
complex. A variety of cancer cells hijack CDK8/19 to maintain stemness and an undifferentiated state to prevent

apoptotic cell death. Targeting cancer-specific gene transcription via CDK8/19 inhibition has the potential to be the
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to onset slightly over 1 hour) although treatment duration was short in Cohort 7 due to, at genes in this patient was in line with the nonclinical cancer models and indicated on-target activity of RvU120 (FIG 4).
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RVU120-SOL-021 [AMNYS-51] is a Phase I/Il, open-label, multi-center, multi-national, single group assignment, dose-

escalation study using the 3+3 design in patients with relapsed/refractory solid tumors.
PHARMACOKINETICS

CONCLUSION(S)

* RVU120 demonstrates a favorable safety profile in a heavily pretreated, unselected all-comer patient population. No dose limiting

The study is currently enrolling at 2 sites in Poland and 3 sites in Spain. RVU120 PK was characterized across the dose interval on C1D1 and after multiple doses on C1D13 (FIG 4).

1. Early Clinical Trials Tenter, Medical University, Gdansk Plasma exposure of RVU120 was observed to increase with dose across the dose range investigated for patients toxicities (DLTs) or other safety signals were observed confirming CDK8/19 inhibition as a viable approach for cancer therapies.
2. Memorial Cancer Center and Inst. of Oncology, Warsaw evaluable for PK. * Low grade nausea and vomiting were the most frequent AEs reported, contributing to suboptimal tolerability in Cohort 7.
3. Valld'Hebron Instltut.e of Of\C,0|08V, Barcelona Median t___ for RVU120 was observed approximately 6 hours post dose, with half-life of approximately 40 hours. * A robust relationship between exposure to RVU120 and inhibition of PD marker has been observed. Doses of 250 mg QoD result in
4. Next Oncology, Hospital Quirdnsalud, Barcelona exposure in the pharmacologically active range and are expected to result in robust efficacy in selected patients, both as single
5. Next Oncology, Hospital Universitario Quironsalud, Madrid agent and in synergistic combinations.
. o . . FIG 4. RVU120 preliminary PK on C1D1 (A) and C1D13 (B) « Nanostring analysis in one patient confirms on-target activity of RVU120 in tumor tissue.
RVU120 is administered orally every other day (QoD) in the fasted state for a total of 7 doses in a 3-week treatment 1000 1000 , L , , _ , , , , , ,
cycle, until disease progression, death, unacceptable toxicity or discontinuation for other reason such as consent z = * Disease stabilization (SD) was observed in 12 patients with previously progressing disease, with treatment durations exceeding the
witho’lrawal ’ ’ E E most recent previous therapy line in 8 patients. A potential signal in patients with AdCC requires further confirmation.
Day 1 Day 21 é 100 § * Dose optimization and efforts to improve Gl tolerability are ongoing to increase RVU120 exposure to fully exploit the opportunity
; ; 5 5 space of CDK8/19 inhibition.
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Pharmacokinetic data and parameter variables will be summarized using descriptive statistics. Pharmacodynamic Time [h] Time [h]
aCtiVity Of RVU].ZO iS evaluatEd by measuring Changes in IEVEIS Of STATS phOSphory|ati0n USing ﬂOW CytOmEtry in the —8—75 mg; geomean; n=3 —8—100 mg; median;n=2 —®—125 mg; geomean; n=4 —8—75 mg; geomean; n=3 —®—100 mg; individual; n=1 —®—125 mg; median; n =2
ex vivo plasma inhibitory assay. In this assay, cancer cells are exposed to plasma samples collected from patients at 135 mg; geomean; n = 5 —8— 175 mg; geomean; n = 5 —8—250 mg; geomean; n =5 135 mg; median;n=2 —8—175 mg; individual; n=1 —8—250 mg; individual; n= 1
baseline and C1D13, when steady state was established. Molecular response to RVU120 is assessed by transcriptional —8—375 mg; geomean; n =4 CO NTACT IN FORMATION

profiling of tumor biopsies using NanoString technology. Ryvu Therapeutics, Leona Henryka Sternbacha 2, 30-394 Krakow, Poland | Rostislav Kuklik, rostislav.kuklik@ryvu.com
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