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@RBIETTIVI ()

Alto il profilo assistenziale/scientifico

Inclusivita’ @

Mantenimento « in salute» dei registri e
degli Studi retrospettivi/prospettici

- Piattaforma Redcap
- Comitati etici
- Aggiornamento dati di follow-up
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'rofilo di metilazione in DBA

DBA10 (RPS26) Unsolved
9% 7%

Corte di 80 pazienti
6 orfani di gene

Small subunit
DBAG6 (RPL5S
51% Large subunit 18(% )

42%

DBA1(RPS19)
35%

DBA7(RPL11)
15%

Quarello P AJH 2026
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DBA Profilo di metilazione: differenze ed analogie
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Profilo di metilazione dei soggetti revertiti
DISOMIA UNIPARENTALE -> SCOMPARSA della MUTAZIONE

@ DBA
oo oo © Reverted DBA

O =
® *'. s.‘ @ Control (training)

Analisi di metilazione: ruolo nella diagnosi e
studio VUS Allargare la corte ed includere anche
studio dei familiari .. Estensione ad SDS

Quarello P AJH 2026
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ogenetica in SDS

Normal subject SDS Patients
(w/o chromosome changes)

very low levels of pre-60S

pre-60S SBDS wt protein
—} —_—
’++ -
LR -
' efficient O inefficient
EIF6 removal EIF6 removal
&
*.% A *
- * ( &+ & * &
* . * %

LL kel
1'1-"!'

Efficient 80S assembly
A B

High proportion Low proportion

alli R, submitted EJG
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Anomalie cromosomiche (acquisite) piu frequenti nel midollo osseo
(aggiornamento marzo 2026)

15/107 pazienti (~14%) 24/107 pazienti (~22,5%)

+4/107 pazienti entrambe le anomalie! (~4%)
Ci sono poi 3/107 pazienti con LOH di EIF6
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Total patients in Italian SDS registry 156
\ followed up routinely by cytogenetic analysis 107
| normal karyotype 51
with single cell chromosome alterations 9
i(Z)(q10) 15
with other clonal chromosome alterations 2
with single cell chromosome alterations 2
with CH-LOH in 20q11.22 2
| del(20)(q) 24
with other clonal chromosome alterations 1
with single cell chromosome alterations 2 .
[1(q10) * dell20)q) 2 Cytogenetics of
| with CH-LOH in 20q11.22 1 .
other clonal chromosome anomalies * 9 ShwaCh man Dlamond
chromosome alteration in single cell * 4 d 27
syndarome: years
\ Transplgntgd after MDS/AML/Aplasia evolution 17 report of the Italian
| withi(Z)q10) 6 .
2 cohort and review of
Unsuccessful 4
[ with del(20)(q) 4 the literature
uccessful 4
Unsuccessful 0
| with i(ZLLq10|) +del(20)(q) 1
Unsuccessful 1 H H
\ With only other clonal chromosome anomalies 6 Su bm ISSIoN to
Successful 5
Unsuccessful 1 European JOU rnal Of
Medical Genetics feb.
Complex karyotype at diagnosis (no HSCT) 1
With only other clonal chromosome anomalies 1 2 02 6

* As the sole anomaly found
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‘urvey su diagnosi e trattamento PNH
nei centri AIEOP

Incidenza annua: 1-5/10°
Prevalenza: 10-20/10°
Eta di insorgenza: giovani adulti

QUESTIONARIO
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16 centri 11 pazienti con PNH. 3 PNH classica/ 8 PNH associata ad aplasia
midollare

Sintomi di esordio Trattamento utilizzato

9

Trombosi venosa [N 8
7

Trombosi arteriosa D 6
5

Emoglobinuria 4
3
ittero I 2 I

1 H B B

Anemia emolitica [INIIEGEGEGEY 0 -

‘9‘0 'b‘o ’SO &L & ’b%
Anemia iporigenerativa | N R & & R R
\1’ \<\' Q‘ r§0
C} _‘\) OQ _é) \0
Astenia [ © @ & & <&
& v
Trombocitopenia [ .,b'\“\
«'bQ\
0 2 4 6 8 10 12 A&

Patologia rara
Scarsa esperienza con nuovi farmaci

... segnalare nuovi casi .....

elena. turrini3@gmail. com
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GATAZ2

Gennaio 2022 Marzo 2026 = 45 patienti arruolati

Microbiota in GATA 2
CDS8 «esausti» in GATA 2

Roncareggi S, Journal of Clinical Immunology 2023, Roncareggi S IJMS 2026 in revision
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Exhausted phenotype in CD8+ subsets
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Day 6
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Ultrastructure signature of GATA2 CIK

GATA2_1 GATA2_3

Representative images,,

GATA2 CIK
Irregular mitochondria

E' prevista la creazione del registro SAMD9/9L syndrome: I'obiettivo & di costruire una rete
nazionale ed una raccolta dati registro per avviare studi funzionali su pazienti affetti
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‘lolo della metilazione in FA Post Tmo

In plasma AND BM of FA patients increased oxydative stess

Lipid Peroxidation in Plasma
kKoK dokkok

MDA (uM/mg)
o - N
1
g I < ol




Glﬂrnate AIEOP RIMINI 13-14 APRILE 2026 .

Lipid Peroxidation in Plasma

1 omS

MDA (uM/mg)
N
1

0- T .
HD HD HD

OnFA On WT MSC
MSC

: After Increased lipid
FA- MSC coltured in HD-plasma 72—h> veroxidation in HD-plasma

Oxydative stress mediated by BM niche cells
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Peripheral Blood mononuclear cells (PB MNCs) from :
* 9 FA transplanted pts and their HD

* 9 Severe Aplastic Anemia pts after HCT

All full donor chimerism

> 6 months post HCT

Lipid peroxidation

Lipid peroxidation

BRRK Rk
*k Fokkok
10+ 6
KRS
- ° LR}
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Increased membrane lipid peroxidation

* Energetically impaired
* Enhanced membrane oxidative stress
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16 transplanted FA patients before and after HCT and their HD
Median times since transplant 2.5 years (range 0.1-9.61)

PCA

®  ApREHCT
e ®  onoR
¥ N )
A e e FAPOSTHCT
g X X% | S =T
S VvV /e \m
- + g =
0.15 v o, s ‘ ::)
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E + & 3 X %(95 1O
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0.1
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compl

Post HCT profile intermediate between Pre HCT and Donor

‘ Role of epigenetic modification in FA MNC post HCT?

Pagliara et al, Am J Hum Genet 2023
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TAKE HOME...BY NOW

* Epigenetic changes in HD cells coming from marrow
microenvironment

FURTHER STEPS

* To investigate the potential impact of post HCT defects on long
term outcome of FA patients.
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SUPPORTO

monitoraggi
Longitudinali ORL

BIOENDOSCOPIA

Esplorazione del distretto ORL in toto,
non solo cavo orale
| dati disponibili parlano di lingua ...ma dietro?

Choi, J., & Jung, M. (2025). Head and Neck Cancer in Fanconi Anemia: Clinical Challenges and Molecular Insights into a DNA Repair Disorder. Cancers, 17(18), 3046.
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BIOENDOSCOPIA
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BIO: Magnificazione di caratteristiche tissutali
«istologiche»: biopsia ottica

Penetration depth Short wavelength Long wavelength
of light according
to wavelength

Spectral characteristics of
conventional light

The bandwidth is narrowed to limit the penetrétion depth.
A 4

N BI Spectral characteristics of
narrow-band light
1T 11 L I | LI I L | 1T 11 [

300 400 500 600 700 800 (nm)

9
w g

NBI image on the monitor
Capillaries on mucosal
surface displayed in brown
and veins in submucosa
displayed in cyan.

Capillaries on
mucosal surface

Veins in
submucosa
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Implementazione dati
Inizio studio, raccolta dati ottobre 2024
14 pazienti (8 F, 6 M)
numero visite eseguite: 17

lesioni sospette identificate: 5
Brushing: 5
istologico: 1

tommasocacco@gaslini.org
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LLABORAZIONI trasversali
ALPS.IT.NET

|

IPINET Immunoreum

Descrivere la prevalenza e il tipo di manifestazioni cliniche reumatologiche in

una coorte di pazienti con IEI
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RISULTATI aggiornamento marzo2026

23 Centri, 203 pazienti arruolati in 24 mesi

Difetti immunita .
) ID combinata
Difetti fagociti... ~ Innata 4%
3%
ID combinata con manif sindromiche \ / ’
7% \

Di cui 12% ALPS/ALPS-like |

Malattie da
immunodisregolazion

10%

evalente difetto anticorpale
75%

Di cui 12% ALPS/ALPS-like |

Di cui 68% ALPS/ALPS-like |
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PROSSIMI STEP E TIMELINE

 Completamento studio = 31.03.2026 DATABASE LOCK
* Analisi statistica per successiva pubblicazione = APRILE 2026
e Sottomissione abstract ESID 2026 - Maastricht

Giulia Loiacono — Data Manager UOSD Reumatologia e Immunologia pediatrica P.O. «Vito Fazzi» Lecce

immunoreum@gmail.com

X




Glﬂrnate AIEOP RIMINI 13-14 APRILE 2026 .

PROPOSTE: malformazioni cranio faciali in
DBA

Descrizione delle anomalie del sistema nervoso centrale &
Possibili correlazioni con la genetica
Descrizioni sporadiche in letteraturA

v" Anomalie cranio faciali/ condotto uditivo/ decroso n faciale
v’ Difetto del corpo calloso

v" Atrofia corticale / Dilatazione dei ventricoli

v" Compressione midollo allungato

v’ Ritardo dello sviluppo/Ritardo mentale

Tominaga, Hum Genome Var 2019
Rabah and Nermine, Egypt J Medical Human Genetics, 2010, Roberti, Front Genet 2018,

S 5
Toerw Vi PP sesar sl KINrasrasa Rrassswe mETTARSESA
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Condivisione dati Radiologici

* Invio di Immagini con Wetransfer al seguente indirizzo: renzo.manara@unipd.it

* Invio di CD (o lastre) a:
Prof Renzo Manara,

Neuroradiologia c/o Azienda Ospedaliera Universitaria di Padova

via Giustiniani 2, 35128, Padova

Timeline
* Periodo di arruolamento e Raccolta Dati: Febbraio -

Settembre 2026

e Analisi dati: Ottobre 2026 - Gennaio 2027

* Stesura Report e Manoscritto: Febbraio - AEriIe 2027
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NUOVE PROPOSTE

Significato delle VUS nei telomeri

Distribuzione delle classi di variante
= 98 pazienti pediatrici e adulti

= Unita Ematologia Gaslini: gennaio 1989 mP/LPn =23
- dicembre 2025 5%)

glU’S n =39
= Criteri di inclusione “genetici”: portatori 39,8%)

B Assenza di varianti
n =236 (36,7%)

di varianti P/LP, VUS geni TBD-relati e
pazienti senza varianti genetiche ma con
lunghezza telomerica < 10° percentile
per eta.
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Genetica e analisi della lunghezza dei telomeri

Pazienti con varianti

P/LLP Geni core:  Geni
TERTn=5 accessori

TINF2n=4 PARN =4 Distribuzione della lunghezza

DKC1n=3 RTEL1n=4 telomerica per classe di variante
TERCn=2 WRAP53n =1 = Very
30 - low
u Low
25 A 71
® Geni coren = 14 20 -
. . 15 - 13
Pazienti con VUS 10
Geni core:  Geni 10 1 6
TINF2n=9 accessori. 5 ° )
TERTn=8 RTEL1n=10
ACDn=4 PARNnN=4 0 -
TERCn=1 CTC1n=1 P/LPn=20 VUS n=37

POTIn=1 NAF1n=1
p = 0,001

B Geni coren=23 MWGeni accessorin =16
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Focus sulle VUS: la riclassificazione nel tempo

39 classificati con

VUS
| l
28 (71,8%)
riconfermati con
VUS

. Lunghezza telomerica:
30% pazienti con VUS confermate: TL < 10° percentile
10% paziente con variante benigna: TL < 10° percentile | \
. Manifestazioni extraematologiche note;
50% pazienti con VUS confermate
o ] p=10,003
0% con varianti benigne
. Manifestazioni ematologiche:

75% pazienti con VUS confermate

72% pazienti con varianti benigne p=ns

. Citopenia e short TL
54% pazienti con VUS confermate p =008

9% pazienti con varianti benigne
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VUS e machine learning

ML supervised
analysis prediction

W p=0.08, Odds
ratio= 4.5
I —
0 20 40 60
u VUS riclassificata benigna & VVUS riconfermata
HemaSphere ¥ eha
lcaaren i@ gaslinorg Application of machine learning in the diagnostic work-up of

erikamassaccesi@gaslini.org telomere biology disorders
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Estensione studio DADA2
RICERCA FINALIZZATA GASLINI /SAN RAFFAELE

A 0022 Colony-formi; it
= y-forming unit assay
0 oo0s M HD
) B non-severe
[ severe

1504 0036
glﬂﬂ-

504

Total CFU-GEMM CFU-GM

B I vitro differentiation assay
2

g:m % T
glo’ :
M My‘nilood
18 patients

Autoimmune cytopenias and bone marrow failure (61 %)
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015 a
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=
e® o 5 | o
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Increased pro-inflammatory
cytokines in PB

600

400+

pa/ml

200+

Fas Ligand

i

pg/ml

IL-10

p=0,69

pg/ml

IL-6

IP-10

Lupia M. , Schena F. manuscript in preparation
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Treatment with anti-TNFa, human recombinant ADA2, or Eltrombopag.
BFU-E (Burst-Forming UnitErythroid) and CFU-GM (Colony-Forming Unit-

FuUds
.3

CrU-GM

g B

M

PE
........... .-F.r..._.._l.'_.

m._I_ﬂ_T—I—_E_

A A
e

Granulocyte Macrophage)
BFU-E

.:l T w

o

w
5o

10

TOT CFU

I
=

[=3
=

Y]
=
|

[0

Tatal

Lupia M. , Schena F. manuscript in preparation

v' Anti-TNFa stimulates CFU-GM and BFU-E growth



CFU-GM

+ Eltrombopag

BFU-E Total

Eltrombopag stimulates BFU-E growth

Lupia M., Schena F. manuscript in preparation
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Ematopoiesi clonale in insufficienze midollari congenite

Characteristic of the cohort
Sept 24-Dec25

117 samples of 84 pts iBMF/PIRD patients (females 52%,
age at first analysis 19.9y;range 1.5-53y)-14/84 serial testing

Peripheral Blood (21%)

Marrow (79%)

13 Severe Congenital Neutropenia
11 Fanconi Anemia

9 Telomere Biology Disorders

4 Swachman Diamond Syndrome
4 Blackfan-Diamond Syndrome
5 Congenital Thrombocytopenia

m iBMF = AAA m PIRD
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Frequency of LP/P variants

Nine/84 patients (11%) carried somatic pathogenic or likely pathogenic
variants

—
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SOMATIC VARIANTS in disease groups

CH was more common in iBMF 14% than, AAA in 7% or PIRD 7%

ENLARGED COLLECTION
SHARED PANELS

INPUT DATA in REDCAP according to the
DISEASE

francescafioredda@gaslini.org




Giornate AIEOP

85 patients, 46 females (54%), median age at examination 14.5 years (range 0.4-55 years) affected with LO/LL neutropenia
from January 2005 to June 2024

Neutropenia at DX : mild 34% moderate 38% and severein 28%

Severe infections 10%
Autoimmunity

1.0

0481 5years: 17,4%
10 years: 28,8%
20 years : 55%

g
o

Rischio cumulativo
o
&
.

0.24

0.0

00 25 50 75 100 125 150
Anni di follow-up

M

175

20.0
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CD19/NK/CD8

B Transitional (CD27-CD10*CD38**)
CD27+IgD-IgM- (B Memory Switched)
CD27-1gD-CD21low (DN2 B cells)
CD27-CD10+-CD38+-IgD+CD21low

T helper naive (CD4*CD45RA*CD27%)

T helper central memory (CD4*CD45RACD27*)

T cytotoxic naive (CD8*CD45RA*CD27*)

T cytotoxic central memory (CD8*CD45RACD27*)
T regulatory (CD3*CD4*CD25”bright*CD45RA")
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IMPLEMENTAZIONE

Neutropenie Long Lasting Late Onset
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Genetic profile
NGS panel 160 genes (BFM/IET)

Analyzed 70/85 available samples
At least 1 variant in 28/70 (40%)

Pathogenic and likely pathogenic variants:

Pathogenic/ CARD11 PT1 TNFRSF13B  ¢.204 dup p.Leu *
. . PT2 TNFRSF13B C.579C>A p.Cys193Ter
Likely pathogenic TNFRSF13 PT3  TNFRSFI3B  c.260T>A p.lle87Asn
(9 pt) 14% B PT4 CARD 11 c.3G>A p.Metllle
EASL PT5 TNFRSFI3B  c.542C>A p.Ala181Glu
PT6 CARD11 c.1316C>T p.Ser439Phe
VUS PT7 FASL del 1>4 del 1>4
PT8 TNFRSFI3B  C:431C>G p.Ser144*
, (20 pt) PT9 TNFRSF13B ¢.310T>C p.Cys104 Arg
Negatwm 0 TNFRSF13B: mutations in 6 patients
\ N . .
(frameshift, nonsense, missenso)

\/ *CARD11: mutations in 2 patients

*FASL: deletion in 1 patient
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DATA COLLECTION

Currently available data : 971 patients with neutropenia

* AIN 524 (of wich 254 non remitting) in follow-up 80

* IN 226 (of wich 139 non remitting) in follow-up 40
Red CAP migration

WORK PLAN

Enlargement of the cohort involving also adults patients:

* Genetic data
* Immunological data
* Autoimmunity francescafioredda@gaslini.org
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