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In particular, a clear tendency for decreased plasma levels of most of the

the efficacy and tolerability of vafidemstat in combination with standard of nausea, and diarrhea.
care (SoC) treatment to prevent ARDS in adult CoVID-19 patients. The trial
also aims to evaluate the immune response induced by CoVID-19 and

Tab. 1: Patient demographics.

becoming critical, developing ADRS or being transferred to ICU. The initial
sample size of 40 patients was further extended up to 60. Patients received Luminex MAGPIX®
either SoC medication alone or in combination with oral vafidemstat (2.4 —
mg/day for 5 days). Primary and secondary endpoints included the
incidence of patients requiring mechanical ventilation, development of
ADRS, referral to ICU, decrease in mortality, and respiratory function, among
others. Immune response was assessed by (a) immunophenotyping of Fig. 1: Bioanalytical readouts: 10 mL of blood was sampled at pre-defined timepoints (pre-dose, day 5 and at discharge). Plasma

characterize the effect of vafidemstat treatment, which is the focus of this },j’;‘,:g'“';’g Cell staining e cytokines evaluated was observed after 5 days of vafidemstat treatment
poster. Y . compared to the immunosuppressor effect already observed with the SoC alone
’ - (Figure 3). Despite the small population size, statistical significancy (p<0.05) was : :
METHODS 5 reached for IL-12p70, IL-17A and IFNy, and the p-values of the rest were mostly
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Fig. 4: Characterization of immune cell populations in response to vafidemstat treatment: changes from baseline (CFB) in cell frequencies are
presented as min/max whisker plots. Patients receiving SoC alone (red) or SoC plus vafidemstat (blue) are shown. P-values were calculated using
an ANCOVA model to take into account differences in baseline IL6 levels (as a marker of severity) of the patient population. Cytometric Cen-se’
maps represent an example of one vafidemstat-treated patient at baseline (left), day 5 (middle) and at discharge (right).
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play an important role in protecting CoVID-19 patients from developing severe
illness3, was observed in patients treated with vafidemstat compared to SoC alone.

PBMCS b mass cvtometr and (b) determination Of c tokine Ievels in and PBMC were isolated and further processed following the respective protocol instructions for (a) the determination of the
immune cell profiling by mass cytometry (CyTOF® Maxpar® Direct™ assay), (b) LSD1 target engagement by using a proprietar . .
p|asma “Z addltlony LSD1 Zlarget engagement was asseSSZd in all patients chemoluminiscent Elf_;ISA\(2 and (c)yct:ytokitn\e/ an&:j chemokinpe levels bytProcar}c/aPIex Multipt)lefir:\mugnfassay:ccec\lgnoloféy. propricEry 2 5 Similar results were observed when treatment arms were COmparEd on the day of
. ' ’ _ . _ _ 2 2 g discharge. Furthermore, distinct changes in the frequency of several circulating
(Figure 1). Twenty-four patients (77.4%) in the SoC group required mechanical : 5 : immune cell populations were also observed (Figure 4). These were most
ven.tllatlon ve-rsus 19 (65.5%) !n the vaﬁd.e.mstat treated grOUp' A tOt‘j’” of 6 ) ) £ significantly affecting CD4+ T cell subsets and revealed that vafidemstat in
RESU LTS patients required rescue medication (Tocilizumab): 4 patients (67%) in SoC combination with SoC treatment might help to control T-cell activation by
0 | l I . o o . .

: : .. and 2 (33%) treated with vafidemstat. These 6 patients have been excluded _ ) significantly reducing the % of terminal effector (TE), effector memory (EM) and
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Fig. 3: Changes in plasma cytokines/chemokines in response to vafidemstat treatment: changes from baseline
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Sixty patients were randomized to the trial from May 2020 to March 2021.
No baseline differences in age, body mass index or disease severity and risk
factors between study arms were observed (Table 1). Only the number of
female subjects was not proportionally represented in the vafidemstat arm.

Most of the patients (69%) were discharged before the first week of CONCLUSIONS REFERENCES

treatment in both arms and only four patients were admitted in ICU (2 in

(blue) are shown. Significant outliers (Grubbs' test, two tails, a=0.05) were excluded from the analysis and two-
tailed unpaired t-test (a=0.05) was used for statistical comparisons. the CD8+ T Ce” Su bSEtS°

which was sustained until day 7 and slowly declined afterwards (Figure 2).

each arm). One patient treated with SoC died due to CoVID morbidities. Vafidemstat treatment in combination with SoC (maimy corticoids) is safe and well-tolerated and modulates the immune 1 Hong KS et al. GSK-LSD1, an LSD1 inhibitor, quashes SARS-CoV-2-triggered cytokine release syndrome in-vitro. Sig Transduct Target Ther 2020; 5, 267.
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Glucocorticoids were the most frequent 50C treatment (83A’ of patients, response of CoVID-19 Patlents at risk of ra.pldly becommg critical by Contm“mg exacerbated CD4+ T cell activation and the 3 Zhao Y et al. Longitudinal COVID-19 profiling associates IL-1RA and IL-10 with disease severity and RANTES with mild disease. JCI Insight 2020;5(13)
equally represented in both arms). subsequent release of inflammatory cytokines. 4 De Biasi S et al. Marked T cell activation, senescence, exhaustion and skewing towards TH17 in patients with COVID-19 pneumonia. Nat Commun 11, 3434 (2020).
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