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METHODS

e For the study of exosomal miRNAs, forty—five consenting pts were selected based
on primary endocrine resistance according to the ABC—4 criteria''. Nine pts who
progressed within the first six months (mo) after treatment initiation in the absence
of an objectiveresponse were considered Resistantand thirty—six pts who progressed
more than six mo after starting therapy were classified as Sensitive (Figure 2a). A
total of twenty-four (53%) and twenty-one (47%) pts were randomized to fulvestrant
and letrozole, respectively.

CONCLUSIONS

RESULTS

BACKGROUND

e Overall, expression of miRNAs was higher in
Resistant compared with Sensitive pts. Eight e Circulating exosomal miRNA profiling
miRNAs were called as differently expressed is feasible in liquid biopsies from MBC
between the two groups. pts.

e Sequencingofexosomal RNAand preparation of
mMiRNA libraries were successful for all included
samples, with good technical performance.

e On average, 2.8 million Unique Molecular Index-
corrected reads were obtained for each sample
and the average percentage of mappable reads
was 34.5%.

e Exosomes are extracellular vesicles from endosomal origin that enable cell-to-cell
communication in multiple organisms'. Exosomes have been implicated in many
cancer hallmark properties, such as immune evasion, metastatic niche formation and

drug resistance”. . . .
e Differential expression of selected

miRNAs at baseline or their
pharmacodynamic modulation may

e Significant pharmacodynamic changes in miRNA expression were observed

e microRNAs (miRNAs) constitute one of the most abundant molecules transported by Salls o Padiciari 2] Samaive @ie. 6 iRNAs (miR-224-5 iR-16-5
oth in Resistant and Sensitive pts. Seven miRNAs (miR-224-5p, miR-16-5p,

. , , : e FourmiRNAs(miR-1246;miR-375;miR-193a-5p; miR-181d-5p) weredifferently
exosomes®. miRNAs play a capital role as modulators of gene expression® and their

expressed at baseline, three (miR-196a-5p, miR-200a-3p, miR-320d) were

dysregulation has been associated with carcinogenesis in many contexts and tumor e Exosomes were isolated from plasma samples collected at study entry (baseline) and differentially expressed at 12 weeks, and expression of one miRNA (miR-141- let-7a-5p, miR-381-3p, miR-200c-3p, miR-493-3p, let-7b-5p) in Sensitive pts oredict benefit from palbociclib
ypes-. . € promising m ying 9y after 12 weeks of treatment initiation (Figure 2b). Differences in mi eXpression 3p) was consistently higher across both time points in Resistant pts (Figures different] d bet baseli d 12 " o (Fi 3 combined with ET in pts with HR+ /
nitoring anticancer therapy in liquid biopsies . between Resistant and Sensitive pts as well as miRNA pharmacodynamic changes 3 and 4). INerently expressed between Daseline an -week samples (Figures HER2- MBC.

between baseline and 12-week samples were assessed. Ribonucleic acid (RNA) was and 4).

isolated using the miRNeasy plasma kit and the library preparation was done using
the QIAseg® miRNA library kit according to manufacturer’s instructions (Figure 2c).

e Palbociclib in combination with endocrine therapy (ET) is the first- or second-line
standard of care for patients (pts) with hormone receptor (HR)-positive (+) / human

: : . e Validation of the most promising
epidermal growth factor receptor 2 (HER2)-negative (-) metastatic breast cancer

Figure 3. Differentially expressed miRNas in each comparison miRNAs by custom quantitative PCR is
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