Can Non-Coding RNA Regulate the Response Rate to Immune-Checkpoint Inhibitors?
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Identification of: (1) risk factors of ICI therapy; (2) responsible mechanisms and (3)
therapeutic agents interfering within involved pathways may markedly improve ICI treatment
outcomes and thus herald a new era of personalized and safe ICI anticancer treatment.
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Does ncRNA affect the response rate to immune-
checkpoint inhibitors ?

METHODS
GEO database ‘

» Meta-analysis was conducted
in STATAvi6  staraff

» Standardized mean
difference (SMD) used as
etfect-size

» SMD was calculated with
Hedges’ gmethod

» I2 and T2 used to test study
heterogeneity
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mechanisms
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Mechanisms (DAVID online tool): » Said cytokines may stimulate FcR-mediated
clearance of immunoglobulins

» Both miRNA may regulate pro-cachexia o .
cytokines (IL-1, IL-6, TNF-a) and PI3K/Akt » Cachexia itself may promote the destruction of

and NF-kB signalling pathways circulating proteins, particularly ICIs

Datasets were considered

eligible if:

» Study treatment was ICIs

» Study analyzed RNA
within two groups of
patients: (1) with complete
or partial response; (2)
stable disease or disease
progression

» Study analyzed coding and
non-coding RNAs

For comparison we selected
studies of the similar design,
except study treatment was
not ICIs

CONCLUSIONS FUTURE DIRECTIONS

» MiR-27B and miR-let7D are significantly higher Risk factors of Inmune-ChEckpoint inhibitors MEdiated
among non-responders to ICI therapy, supporting Liver, endocrine, skin and gastrointestinal Toxicity

their possible predictive role Design: ICEMELT study
Multicenter prospective cohort study
Location: NCT04631731

» There is NO difference in expression of said miRNAs
among responders and non-responders treated with
non-ICI therapeutic regimens

Sydney, New South Wales, Australia

Results:

Preliminary results are anticipated by March 2022

Research aims:

» To identify ncRNAs significantly associated with irAEs

» To reveal responsible pathways/mechanisms of such association

» To establish therapeutic targets interfering with found mechanisms,
thus enhancing clinical outcomes of cancer immunotherapy

» Both miRNAs can interfere with different signalling
pathways (PI3K/Akt, NF-kB) and regulate cachexia
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