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- HA22T/VGH cells expressed TERRA, but most of the transcripts
are released into the CM, also encapsulated in EVs. Treatment

- Hepatocellular carcinoma (HCC) is the most frequent primary . Global TERRA expression was significantly downregulated in O.f ITIfFC cleIIs .W'th thde ?Eullgzblfmase |nh.|b|tor (K(I))O(s)cirafenllg
; 1 . . s
tumor of the liver and the 3rd cause of cancer-related deaths-. HCC vs PT tissues (p=0.025) and ROC analysis revealed a (Sjlgm |can(§ Y (')ngrleése | | EVEXIOFESSIOH (p=0.001) an
- The identification of candidate molecular targets and  gjgnificant ability to distinguish HCC from PT (p=0.03). ecreased (p=0.01) its release in EVs.
biomarkers in HCC clinical practice are needed.
. . EVs DISTRIBUTION IN THE SECRETOME Figure 5. Size of EVs particles. The graph shows the
- The signatures of aberrant long non-coding RNAs (IncRNAs) A 5 L OF HA22T/VGH distribution of EVs as a function of their dimension.
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prognostic tools as well as potential therapeutic targets?. 5 0] EERE 1o ceonm) e coreind e
- Telomeric-Repeat Containing RNA (TERRA) consists of 100nt- 20 B R S S e T I
9Kb subtelomeric-derived transcripts able to base-pair with B SER A LA e fs | remceommesom)
TERC RNA, acting as telomerase allosteric inhibitor34. Little is e | MARETIVGH - 1S soraienis: 2 0axte’
. Figure 3. Expression of TERRA in solid biopsies. A) TERRA relative quantification mean comparison between PT and
known on the r0|e Of InCRNA TERRA In HCC HCC. Wi!coxon pair.e.d'two-tailed t-test. B) ROC cur.v.e analysis of TERRA. Sensitivity: percent of correctly cla.ssified A INTRAGELLULAR GLOBAL B EXTRACELLULAR GLooAL Figure 6. Intracellular and extracellular expression
HCC patients. Specificity: percent of correctly classified non-HCC. AUC: Area Under the ROC Curve. Cl: Confidence of TERRA. The expression levels of TERRA were
Interval. *p<0.05, **p<0.01 measured in HA22T/VGH untreated and treated
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- Extracellular TERRA transcripts were significantly higher in

- By nickel-based isolation method (NBI) we isolated from the olasma of HCC patients compared with healthy subjects and i - L
conditioned medium (CM) of HA22T/VGH cells the extracellular

values of 2 experiments, bars are + SEM. Unpaired
two tailed t-test; *p<0.05, **p<0.01.

with 15uM sorafenib and the corresponding EVs in
their conditioned medium (CM). Gene expression
level in EVs was normalized to the number of
particles released. Histograms represent the mean

logistic regression model strongly evidenced the potential

. : 5
vesicles (EVs), subsequently analyzed by gNANO instrument>. - - it - - _ . _
(EVs), -~ y andly Y9 diagnostic ability of circulating TERRA (AUC=0.76; 95% Cl= 0.624-
Figure 1 R " P=
SEN 0.873; p=0.0004).
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