SAMMY-seq: a new technology to capture dysfunctional
chromatin landscapes
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Our research interest: Nuclear and genome
architecture in gene regulation
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The Methods:
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Genome conformation technologies do not capture Og,
lamin dependent alterations: 2023
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Ourtechnology::

The Sequential Analysis of MacroMolecules accessibilitY
(SAMMY¥seq) (European Patent No. 18200482.0)
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SAMMY¥seq highlights a patient -specific increase g .
of LAD solubility in progeria 20923
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SAMMY¥seq detects loss of lamin interactions
induced by mechanical stress
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Upgrade of SAMMY¥seq adding a
subfractioning step

4fSAMMY-seq
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Same nuclear
positions = same
solubility?
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4fSAMMY-seq captures Polycomb targets:
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Subcompartment analysis highlights SAMMY¥seq
strenghts
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4fSAMMY-seq advantages 2

Sﬂmm"r'—seq

Solubility

2:3

Advantages:
Cells required (10.000)

Few protocol steps
Absence of crosslinking agents

Independency on antibody or protein levels




4fSAMMY-seq detects lamin specific changes of Ly
solubility in MEF 2023
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SAMMY¥seq in iPSCskeletal muscle differentiation 4

and whole tissue 283
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The biological question:
Prostate Cancer (Pca)
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PCamolecular profiling :
the state of the art

Epigenomic profiling
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Prostate biopsy
mapping
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Solubility and compartment analysis on fresh, 15mg
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Tumor samples exhibit individual -specific chromatin
remodeling
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Chromatin profile differences are NOT due to
biopsy-specific cell composition
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Definition of two distinct tumor subtypes on the basis

of compartments 2023
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decompartmentalization
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Changesin solubility are associated with dysfunctional

transcription of antitumoral pathways
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HDDsignature (101DEGS9 correlates with good prognosis Q
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Restriction of signature to 20 genes improves
prognostic power
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Chromatin dependent signature allows a prognosis
at the time of diagnosis
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§ Conclusions g

3 2923
|
I - 4fSAMMY-seq captures euchromatin, heterochromatin and compartments with a unique protocol
|
/ A ~ 4fSAMMY-seq identifies functional chromatin solubility states in normal prostate biopsies
|
’, A Cancer-containing biopsies exhibit alterations in the chromatin compartimentalization
|
¢ PCa tissues with a severe solubility remodelling show an antitumoral transcriptional activity
|

& HDD signature is associated with good prognosis
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