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NEAT1 long isoform is highly expressed in chronic
lymphocytic leukemia irrespectively of cytogenetic
groups or clinical outcome
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Supplementary Table S1. Molecular features of the four CLL patients showing the concomitant presence of

del17p and TP53 mutation.

ID cDNA_variant Protein_variant IGHV TP53 | del(17) Total NEAT1 2
mutational | VAF NEAT1 expression
status % expression (ACH)
(ACY)
DS0264 | c.622_623insAATTTGGATG | p.Asp208Glufs UM 95.1 + -0.010 2.281
CR0203 c.772G>T p-Glu258* UM 97.7 + 1.934 3.374
FD0404 c.824G>A p-Cys275Tyr UM 63.6 + 1.929 2.883
DA0094 c.833C>G p.Pro278Arg UM 98.3 + 0.417 2.180

fs: frameshift

*stop codon

UM: unmutated

VAEF: variant allele frequency




Supplementary Figure S1
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Supplementary Figure S1. NEAT1 RNA FISH detection. Example of NEAT1 aggregates in the
nucleus of peripheral mononuclear cells purified from a CLL patient by Ficoll-Hypaque (Lonza
Group, Basel, Switzerland) density gradient sedimentation; CD5-CD19 percentage was >70%. We
used the Stellaris RNA FISH kit (Biosearch Technologies), according to the manufacturer’s
instructions. For NEAT1 detection, we took advantage of a commercial set of Quasar® 570-labeled
oligos (Stellaris, Biosearch Technologies) able to bind the 5" end of NEAT1 transcript.
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Supplementary Figure S2. NEAT1 expression level in CLL. Stripchart of NEAT1 and NEAT1_2
expression levels evaluated by qRT-PCR in CLL and in normal samples, including naive cells (N)
purified from spleen (4 samples) and tonsils (5 samples), memory cells (M) from spleen (8 samples)
and tonsils (5 samples), and CD19 BC (5 samples). Expression data are reported as ACt referred to
GAPDH housekeeping gene. No significant differences were found at p <0.01.
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Supplementary Figure S3. Stripchart of NEAT1 expression in CLL subgroup defined by mutational
IGVH status or the presence of the main chromosomal abnormalities detected by FISH. Expression
data are reported as oCt referred to GAPDH housekeeping gene. No significant differences were

found at p <0.01.
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Supplementary figure S4
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Supplementary figure S4. yeast-based P53 functional assay (a) Transactivation ability of wild type
P53 protein by using a yeast-based functional assay. The average relative light units (RLU) of three
biological replicates are shown. Yeast cells have been grown for 8 hours in the presence of galactose
(0,128%) to induce P53 expression. The P53 RE from NEAT1 promoter is transactivated by wild type
P53 protein, although more weakly than P53 REs from P21 and mir34a promoters. (b) Transactivation
ability of P53 mutants (harboring the TP53 mutations identified in our cohort of CLL patients) in
yLEM-NEATT1 reporter strain. The average RLU and standard deviations measured are shown, as in
panel (a) by growing yeast cells at 30°C and 37°C. In both tested conditions, all P53 mutants lose the
transactivation ability with respect to wild type P53.



