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* |[pertensione arteriosa =2 ramipril 5 mg/die
e Sindrome di Gilbert



Caso Clinico — C.F., 09/01/1964

C.F., 09/01/1964 d

Anamnesi patologica remota:

* |[pertensione arteriosa =2 ramipril 5 mg/die
e Sindrome di Gilbert

Gennaio 2025 (eta 60 anni)

—>

= Sintomi costituzionali
= Cefalea
= Artromialgie a carattere inflammatorio diffuse

= Tumefazioni in sede mastoidea e para auricolare dx

Medico di
Medicina Generale



Caso Clinico — Esami di Routine

Emocromo Creatinina (metodo enzimatico IFCC-IDMS) 0.71 mg/dL
Globuli Bianchi 2,02 < x1043/pL eGFR: filtrato glomerulare stimato (CKD-EPI) >60  ml/min/1.73m2
Globuli Rossi 2.86 < x 1046 /uL Stima GFR non applicabile in gravidanza, nelle persone con obesita o grave magrezza e nei paz.
Emoglobina 10.1 < gL afroamericani il risultato del GFR deve essere moltiplicato per 1.159.

Ematocrito 31.3 < % Proteine totali 6.9 widl
MCV 109.4 > fL Proteina C reattiva 84.7 mglL
MCH 35.3 > pg Ematologia

MCHC B el V.ES. 117 mmh
RDW 148 %

Piastrine 163 x1043/pL Proteine

MPV 114 > fL Elettroforesi sierica

PDW 148 % Albumina 40.9 < %
PCT 019 % Alfa 1 globuline 7.2 > %

Formula Leucocitaria Alfa 2 globuline 129 > %
Neutrofili % 272 % Beta 1 globuline 6.2 %
Linfociti % 658 % Beta 2 globulin‘e 8.1 >%
Monociti % 50 % Gammfj globuhne‘ 24.7 > %

Albumina/Globuline 0.7
Eosinofili % 1.5 % Commento Aumento policlonale in zona gamma.
Basofili % 05 %
Eritroblasti 0.0 /100 leucociti
Neutrofili # 0.55 < x1043/pL
Linfociti # 1.33 x1043/pL
Monociti # 0.10 =x10/3/pL
Eosinofili # 0.03 < x10/3/pL
Basofili # 0.01 x1043/pL
Eritroblasti # 0.00 x10/3/pL
Granulociti a maturazione intermedia % 050 %
Granulociti a maturazione intermedia # 0.01 x10/3/pL




Caso Clinico — Esami di Routine

Emocromo Creatinina (metodo enzimatico IFCC-IDMS) 0.71 mg/dL
Globuli Bianchi 2,02 < x10A3/pL eGFR: filtrato glomerulare stimato (CKD-EPI) >60  mUmin/1.73m2
Globuli Rossi 2.86 < x 1076 /uL Stima GFR non applicabile in gravidanza, nelle persone con obesita o grave magrezza e nei paz.
Emoglobina 10.1 < wdL afroamericani il risultato del GFR deve essere moltiplicato per 1.159.

Ematocrito 313 <% Broteine torali 69
MCV 109.4 > fL I Proteina C reattiva 84.7 mgl I
MCH 353 > pg

Ematologia

MCHC 323 gdL I I
V.E.S. h

RDW 148 % 117 mm/

Piastrine 163  x10/3/pL Proteine

MPV 114 > fL Elettroforesi sierica

PDW 148 % Albumina 409 < %

PCT 019 % Alfa 1 globuline 7.2 > %
Formula Leucocitaria Alfa 2 globuline 129 > %

Neutrofili % 272 % Beta 1 globuline 6.2 %

Linfociti % 658 % Beta 2 globulin‘e 8.1 >%

Monociti % 50 % Gamm.? globuhne‘ 24.7 > %

Albumina/Globuline 0.7

Eosinofili % 1.5 % Commento Aumento policlonale in zona gamma.

Basofili % 05 %

Eritroblasti 0.0 /100 leucociti

Neutrofili # 0.55 < x1043/pL

Linfociti # 1.33 x1043/pL

Monociti # 0.10 =x10/3/pL

Eosinofili # 0.03 < x10/3/pL

Basofili # 0.01 x1043/pL

Eritroblasti # 0.00 x10/3/pL

Granulociti a maturazione intermedia % 050 %

Granulociti a maturazione intermedia # 0.01 x10/3/pL




Caso Clinico — Valutazione Reumatologica

‘ Pannello autoanticorpale : Negativo ‘

CK totale 79 UL
LDH 177 UL
Proteine

C3 129 mgdl
C4 33  mgdl
Autoimmunita

Ac. Anti Nucleo (ANA) - Met. IFI su Hep2 Assenti

Ac. Anti. Ag. Nucl. Estr.(ENA)-EIA Assenti

Antigenti testati: UIRNP, Sm, SSA/Ro, SSB/La,CENP-B, SCL70, Jol

Ac anti n-DNA Metodo EIA 3 ULmL
Ac. Anti Citopl. Neutrofili (ANCA) - Met. IFI Assenti

Ac. Anti Mieloperossidasi (MPQO) - Met. EIA 0.3 UL/mL
Ac. Anti Proteinasi 3 (PR3) - Met, EIA 0.5 UL/mL

Ac. Anti Citrullina (CCP)-Met.EIA 4 UmL



Caso Clinico — Valutazione Reumatologica

Pannello autoanticorpale : Negativo

PET-TC globale corporea con FDG

— Diffusa captazione a carico di tutti i segmenti ossei esaminati;
— Lieve incremento della captazione in ambito splenico.

Non si apprezzano ulteriori significativi iperaccumuli a carattere focale nei restanti ambiti corporei esaminati.

Conclusioni: esame PET-TC negativo per patologia ad elevato metabolismo.
Reperti scheletrico e splenico ad incrementato metabolismo ancora compatibili con la natura

funzionale.



Caso Clinico — Valutazione Reumatologica

[ Diagnosi:]“Sospetto forma artritica inflammatoria ad esordio polimialgico”

[ Terapia ]

1) Metilprednisolone (MP) 16 mg/die - tapering -> refrattario
2) MP 32 mg/die + Methotrexate 10mg/sett = inefficace

3) MP 32 mg/die + Methotrexate 15mg/sett + Tocilizumab 162 mg/sett 2>
sospeso per ADR cutanea






Caso Clinico — Valutazione Reumatologica

Diagnosi: “Sospetto forma artritica inflammatoria ad esordio polimialgico”

Terapia
1) Metilprednisolone (MP) 16 mg/die - tapering -> refrattario
2) MP 32 mg/die + Methotrexate 10mg/sett = inefficace

3) MP 32 mg/die + Methotrexate 15mg/sett + Tocilizumab 162 mg/sett 2>
sospeso per ADR cutanea

4) MP 32 mg/die + Methotrexate 15mg/sett + Etanercept 50 mg/settimana



Caso Clinico —Accesso in PS

= Febbre nonresponsiva a terapia antibiotica
= Tumefazione laterocervicale sinistra
m (Cefalea severa

Accesso in PS



Caso Clinico —Accesso in PS

Febbre non responsiva a terapia antibiotica

Tumefazione laterocervicale sinistra

Cefalea severa

Accesso in PS

Ricovero in Medicina Clinica

Glucosio 147 > mg/dL
Urea 34 mg/dL
Creatinina (metodo enzimatico IFCC-IDMS) 0.78 mg/dL
Sodio 132 < mEg/L
Potassio 3.82 mEq/L
Bilirubina totale 0.56 mg/dL
AST (GQOT) 15 UL
"y
I Proteina C reattiva 99.4 mgf;l
Ematologia
Emocromo
Globuli Bianchi 3.28 < x10/3/pL
Globuli Rossi < AG /YL
Emoglobina 7.6 < g/dL
Ematocrito 23.8 < %
MCV 105.3 > fL
MCH 33.6 > pg
MCHC 319 gdL
RDW 150 %
Piastrine 183 x10A3/pL
MPV 10.3 > fL
PDW 11.7 %
PCT 0.19 %



Caso Clinico — Ricovero in Medicina Interna

» Trasfusioni di Emazie Concecentrate

= Avvio di terapia antibiotica = Piperacillina/Tazobactam

Urinocoltura =2 neg

= Esami colturali
Emocolture = neg

= Sjerologia per EBV, CMV, toxoplasma, parotite, test Quantiferon,
HBV, HCV, HIV = neg



Caso Clinico — Ricovero in Medicina Interna

PET-TC globale corporea con FDG

L'indagine documenta:

- tumefazione nota ad incrementato metabolismo (SUVmax:7.0) mal dissociabile dalla ghiandola
sottomandibolare sinistra; alcuni piccoli linfonodi ad incrementata captazione, in sede laterocervicale
omolaterale ai livelli Il, [l e V (SUVmax:5.5).

- tessuto ad incrementata attivita metabolica di probabile significato adenopatico in sede retro-cavale
sotto-renale (SUVmax:6.8); alcuni ulteriori minuti accumuli, di analoga pertinenza linfonodale, in sede
inter-aorto-cavale, para-aortica sinistra, peri-cavale e iliaca comune destra.

- incrementata captazione a carattere diffuso caratterizza tutti i segmenti scheletrici inclusi nel campo di
scansione.

- omogeneo incremento dell'attivita metabolica, in assenza di focalita, interessa la milza con inversione del
. . I
normale gradiente epato-splenico.

- area di incrementata captazione, di possibile natura flogistica o funzionale, a livello del piloro.

Non si apprezzano ulteriori significativi iperaccumuli a carattere focale nei restanti ambiti corporei esaminati.

Conclusioni:

- linfonodi ad incrementato metabolismo in sede Ilaterocervicale sinistra e addominale

peri-aorto-cavale, di non univoca interpretazione, da correlare con dato bioptico.
- i reperti a carattere diffuso in sede scheletrica e splenica appaiono aspecifici
funzionale/reattiva?) ma potrebbero correlarsi a nota condizione ematologica.

(natura






SOSPETTA SINDROME
VEXAS

— BOM: per ricerca vacuoli
—> Richiesta analisi molecolare per mutazioni
gene UBA1



Caso Clinico — Ricovero in Medicina Interna

Valutazione Ematologica

—> Aspirato midollare (27/08/2025): Aspirati frustoli normocellulati. Megacariociti in buon numero, variabili per
dimensioni e ploidia. Granulopoiesi prevalente e maturante fino agranulocita neutrofilo ma con displasia.
Eritropoiesi presente ma con maturazione ridotta fino a ES5, displastica. Inoltre, i precursori eritroidi
presentano vacuoli nel contesto citoplasmatico. Infiltrato di cellule blastiche di medie dimensioni, alto
rapporto N/C e cromatina densa in assenza di granulazioni citoplasmatiche pari a circa il 3% della cellularita

—>Analisi molecolare del gene UBA1: presente la variante ¢.121A>G p.(Met41Val)

DIAGNOSI: VEXAS syndrome associata a neoplasia mielodisplastica con
bassa quota blastica, IPSS intermedio-1, R-IPSS intermedio in terapia steroidea cronica.

- Trattamento off-label con Azacitidina sc come bridge-thrapy a trapianto
allogenico



VEXAS Syndrome

VACUOLES
(intracytoplasmic in myeloid and
erythroid precursor cells)

E-1 ENZYME
(enzyme initiating the ubiquitination
process)

X-LINKED
AUTOINFLAMMATORY

SOMATIC
(mutations in the UBAT gene)

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Somatic Mutations in UBAI and Severe
Adult-Onset Autoinflammatory Disease

D.B. Beck, M.A. Ferrada, KA. Sikora, A.K. Ombrello, J.C. Collins, W. Pei, N. Balanda,
D.L. Ross, D. Ospina Cardona, Z. Wu, B. Patel, K. Manthiram, E.M. Groarke,

F. Gutierrez-Rodrigues, P. Hoffmann, S. Rosenzweig, S. Nakabo, L.W. Dillon,
C.S. Hourigan, W.L. Tsai, S. Gupta, C. Carmona-Rivera, A.J. Asmar, L. Xu, H. Oda,
W. Goodspeed, K.S. Barron, M. Nehrebecky, A. Jones, R.S. Laird, N. Deuitch,
D. Rowczenio, E. Rominger, K.V. Wells, C.-C.R. Lee, W. Wang, M. Trick, J. Mullikin,
G. Wigerblad, S. Brooks, S. Dell’Orso, Z. Deng, J.J. Chae, A. Dulau-Florea,
M.C.V. Malicdan, D. Novacic, R.A. Colbert, M.J. Kaplan, M. Gadina, S. Savic,
H.J. Lachmann, M. Abu-Asab, B.D. Solomon, K. Retterer, W.A. Gahl, S.M. Burgess,
l. Aksentijevich, N.S. Young, K.R. Calvo, A. Werner, D.L. Kastner, and P.C. Grayson




Clinical Features of VEXAS Syndrome

Male Sex 99% @ . Constitutional 69%
J 62% - Fevers 44% - Weight Loss
53% - Fatigue 35% - Night Sweats
Dermatological 82%
27% - Neutrophilic Derm. 13% - Panniculitis Ocular 44%
i L i B ek i 20%"* - Periorbital Oed.  10%- Scleritis
ey ::ﬁ;gtr'c . fﬂ?éﬁirﬁicemm 15% - OrbitalInflamm. 9% - Uveitis
J/ | 11% - Episcleritis 5% - Conjunctivitis
L
Respiratory 61% @ Chondritis 39% @
46% - Pulm., Infiltrates 12% - Pleural Effusion ' 1
32% - Ear 3% - Resp. Tract
i o)l Ui s 12% - Nose 3%- CnsFtJochandritis
20% - Cough T% -Organising Pneum. \
18% - Ground Glass 4% - Pleurisy / Pleuritis //
J Haematological
Musculoskeletal 47% o —_—
34% - Arthralgia 13%* - Myalgia | ‘ 11% - Monoclonal Gamm,
32% - Papules [ Plagues  5%* - Myositis .
o
Genetics
VTE 42%
t | 49% - p.Met41Thr ;
24% - p.Met41Val " =
26% - DVT 11% - PE 8% - Superficial 168 E.MetfilLeu 0.5% - p.Ser56Phe
J ;

Al-Hakim A, et al. Rheumatology. 2025



VEXAS- Genetic

» UBA1 gene is located on the X chromosome (Xp.11.23)

» Most frequent mutations =2 missense variants affecting p.Met41:

= p.Metd41Thr (49%)
= p.Met41Val (26%)
= p.Metd41leu (19%)

» Acquired somatic mutations of the UBA7 gene result in loss of the UBA1b isoform
expression or reduction of E1 enzymatic activity

isoforms
—= M1 start codon

UBAla Nuclear [

,_’ 'ﬂ4l start codon

UBA1b Cytoplasmic {

|—h Me7 start co

dan

UBA1c Cytoplasmic [

*catalytically inert

il

Koster M, et al. Am J Hematol. 2024



VEXAS- Genetic
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Loss-of-function mutations
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- Decreased cytoplasmic ubiquitylation
= Increased misfolded proteins and endoplasmic reticulum stress

- Upregulation of inflammatory pathways

Beck D et al. New Eng J Med 2020




Genotype Associated Mortality
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Ferrada MA, et al. Blood. 2022



VEXAS- Prevalence

» 163.096 participants (mean age, 52.8 years)

1in 13.591 unrelated individuals (95% ClI, 1:7775-1:23 758)

1in 4269 men older than 50 years (95% CI, 1:2319-1:7859)
23,4 cases in 100.000 individuals

1in 26.238 women older than 50 years (95% CI, 1:7196-1:147 669)

Prevalence Comparison of AOSD, VEXAS, and GCA (Men >50 years

Giant Cell Arteritis (GCA) 250

VEXAS syndrome 25

Adult-onset Still's Disease (AOSD) | 1

0 50 100 150 200 250
Estimated Prevalence (per 100,000 men >50 years)

Beck DB et al, JAMA. 2023



Cutaneous Sign of VEXAS Syndrome

* Skin manifestations 83%
* Presenting feature of the disease 61%

* Plaques

Ear or nose chondritis

* Purpura

 Livedo

* Leukocytoclastic vasculitis 36%
* Neutrophilic dermatosis 34%,

Urticarialike lesions

 Perivascular dermatitis 30%

* Injection site reactions to IL1 R antagonist

Medium-vessel Leukocytoclastic
vasculitis vasculitis

Tan ) et al. JAMA Dermatol 2024



Cutaneous Sign of VEXAS Syndrome

E Clinical image of chest Clinical image of neck Clinical image of left shoulder

@ Clinical image of lateral torso E Clinical image of torso

Cutaneous features of VEXAS (vacuoles, E1enzyme, X-linked, autoinflammatory, somatic) syndrome include infiltrated red papules and plagues on the chest (A) and
neck (B), arcuate plaques (C), urticarialike small papules on the lateral torso (D) and larger plaques on the forearm (E), and nummular thin plaques on the abdomen (F).

Tan ) et al. JAMA Dermatol 2024



Lung Involvement of VEXAS Syndrome

* 44% dyspnea, 40% cough

* 45/51 had abnormalities on CT

* Ground-glass opacities 87%
* Pleural effusion 53%

* Consolidations 49%

* Reticulation 38%

Borie et al. Chest



Chondritis in VEXAS Syndrome

e Chondritisin 40% of cases of
VEXAS

* 8% of patients meeting criteria
for RP have VEXAS

In a patient with ear or nose chondrifis...
o <
VEXAS-RP n=0
RP =72 No ‘ Yes

VEXAS-RP =12
No Yes RP n=0

100% sensitivity
96% specificity o e

Ferrada et al. Arthritis and Rheumatol



Thrombotic Events in VEXAS Syndrome

* VTE most of the cases
* generally unprovoked
* recur despite anticoagulants

* 60% within 2 years of disease
onset

* High leveles of VIl factor and
NETosis

* |[solated lupus anticoagulant
positivity

e Arterial thrombosis 10% of cases

Venous and Arterial Thrombosis in Patients with

VEXAS Syndrome

VTE Incidence and Risk Factors

VTE
. s Cardiac Pulmonary
< 08 - involvement involvement
=
S
£ 0.6 4
@ a
=
£ 02 - .
=
o
0.0 1
T T T T T
0 2 4 6 8

Years from symptom onset

Arterial Thrombosis Incidence and Manifestations

Arterial thrombosis

o
=
=
£ 06 - 2 »
@
= 04 SR
(a~]
= <
£ 0.2 \
S ,_,-——"_'_'_'_
0.0 - Myocardial Stroke

T T T T 1 - 3
0 P a 6 g infarction

Years from symptom onset

Thrombosis Pathophysiology

UBA1 mutation

v

Inflammation

Fvin 4 ¢ O, | e
Activation of coagulation
cascade

Thrombosis

Conclusions: Patients with VEXAS syndrome are at very
high risk of VTE; thrombosis is likely driven by

disease-related inflammation.

Kusne et al. DOI: 10.1182/blood.2023022329

€ blood

Visual
Abstract

Groarke et al. Seminars in Hematol




Other Clinical Manifestations

Orbital/ocular involvement

e 27/59 (45.8 %) VEXAS pts showed
an inflammatory orbital/ocular
involvement:

periorbital edema 13.6 %
episcleritis 8.5 %
scleritis 8.5 %

uveitis 6.8 %
conjunctivitis 6.8 %
blepharitis 5.1 %

orbital myositis 3.4 %

Vitale et al. Semin Arthritis Rheum 2024

Acute kidney injury

20/81 (25%) VEXAS pts developed AKI

Cumulative incidence estimates at 1, 3and 5
years: 6.2% (0.80-11.3%), 16.7% (7.5-25.0%)
and 27.9% (14.9-38.9%)

AKl responded to GCs but 90% of cases
relapsed upon tapering

6 kldney biopsy:
Plasma cell-rich interstitial nephritis (n=3)

. {\leu{c)rophlllc rich interstitial inflammation
n:

. I(_eu1l<)ocytoclastic peritubular capillaritis
n:

e Acute tubular injury (n=1)

Kalantari et al. Rheumatology 2024



Hematologic Features are Common

Features

Key

Common

Less common

Peripheral blood
Elevated ESR/CRP

Macrocytosis
Macrocytic anemia

Thrombocytopenia
Monocytopenia
Lymphopenia

Neutropenia
MGUS

Bone marrow

Erythroid/
Granulocytic
precursor
vacuolization

Hypercellularity

Myeloid:Erythroid
>4:1

Multinucleated
pronormoblasts

Megakaryocyte
hyperplasia

Erythroid hypoplasia

Multiple myeloma

Smoldering myeloma

Clinical findings

-Auricular/Nasal
chondritis

Neutrophilic dermatosis

LCV

Recurrent VTE, ST

Fever

GGO
Leukocytoclasia
MWV

Episcleritis, iritis, uveitis
Orbit/peri-orbital edema
Inflammatory arthritis
Aortitis

Interstitial nephritis

Treatment response

Generally responds to
prednisone >15-20 mg/day
with recurrent symptoms
occurring with tapering
below these levels

Partial clinical and biologic
response to IL-6 and JAK-
STAT inhibitors

May have severe cutaneous
reaction to injectable IL-1
inhibitors

Koster M, et al. Am J Hematol. 2024



Bone Marrow Aspirate (hypercellular marrow)

* VACUOLES

* Earlier myeloid and erythroid
Precursors

e Small, round and well-
demarcated

bgo
© o




Therapy of VEXAS Syndrome

Treatment Algorithm For VEXAS Syndrome

(confirmed genetic diagnosis)

Inflammatory
manifestations

+

Hematologic
Manifestations
Moderate to Severe Cytopenia

Transfusion dependent
Myelodysplastic syndrome

+

Multiple Myeloma
Lymphoproliferative
Disorder

}

Please refer to hematologist for
Management

Start Corticosteroid #* |

——mm—-

Candidate for HSCT

Yes No

Require GC
7.5 < 10mg/day

Close follow up **

HSCT

Azacitidine

Require
CSz 10mg/day

A 4

A 4

Start CS sparing agent

*¥*** Anti-IL6
- Tocilizumab IV
- Tocilizumab 5C
- Sarilumab SC
JAKI

- £ Ruxolitinib
- Upadicitinib
- Tofacitinib

Anti-IL1
- PRilonacept
- Canakinumab
# Anakinra

* Dose of glucocorticoid based on organ
involvement (0.5mg-1 megfkg)
**Follow up every 3 months, tapered GC
tothe minimal dose to avoid symptoms.
*** GC prednisone dosing
*#+% Careful in patients with
gastrointestinal imlvolvement » risk of
bowel perforation
£ Ruxolitinib could be more effective
than other JAK
# Anakinra have been associated with
severe site infection reactions in some
patients with VEXAS
Other Recommendations
PIP and VZV/HSV prophylaxis
Ruled out NTM skin infection
Suggested baseline tests-
Echocardiogram
Hearing test
DEXA scan

Mekininan AM, et al. Arthritis Rheumatol. 2025



Targeted Therapies in VEXAS

Percentage

JAK- IL6- IL1- TNF- %
R L . . Others 0
inhihbitors inhibitors inhibitors inhibitors i
o i
1.00 - T == |L6-inh
E = ¢ IL1-inh
E 75% = * TNF-inh
§ Other
075 %
£
9 50%1
5
o
S
0.50 g
S 259- AP, sh1-ats Ml !
& e gy e
=
»
025 = l
p < 0.0001 - —— ——— — — ———
0% 1
0 6 12 18 24
Time after treatment start (months)
0.00 -
Number at risk
M3 M6 M12 M3 M6 M3 M;I:th M12 M6 M12 M3 MG M2 JAKi 71 49 29 14 7
ILB-inh 49 23 12 10 7
IL1-inh 31 7 6 5
Response . Complete . Partial . No response Treatment discontinued TNF-inh 20 6 1 1 1
0 6 12 18 24

Hadjadj J, et al. Ann Rheum Dis. 2024



Azacitidine Improve Both Inflammation and Cytopenias

Inflammatory response in all patients On AZA Inflammatory relapse-free survival
100 4 ‘I.OO-:-|-|-|-|IIIII
z" 0.75 | LIL} LI 1 T LI 1
S 0.50 1
=
75 = 0.25 4
O.OO 7 T ] T ] T
0 1 2 3 4 5
) Time (years)
% 50 A N at risk |50 29 13 11 9 6
£
Off AZA Inflammatory relapse-free survival
25 - = 0754
E
E .
o
Dt .
0 . .
M3 Mé M9 M12 0 1 2 3 4 5
Time Time (years)
W CR M PR M NRordeath Natrisk[12 8 7 5 2 2

Jachiet V, et al. Blood. 2025



When to consider testing for somatic UBA1 variant

Targeted testing

Identification of male pts with

vasculitis and:

* inflammatory manifestations

* persistently elevated inflammatory
markers

* hematologic abnormalities
(macrocytic anemia,
thrombocytopenia, and MDS)

* Steroid dependence

Identification of male pts with

vacuoles and:

* inflammatory manifestations

* persistently elevated inflammatory
markers

* hematologic abnormalities
(macrocytic anemia,
thrombocytopenia, and MDS)

e Steroid dependence

60% of pts identified
harboured UBA1 variants

Muratore et al Arthritis and Rheumatol 2022

87.5% of pts identified
harboured UBA1 variants

Koster et al Rheumatology 2022



Take Home Messages =2 Modello di Gestione Interdisciplinare

La sindrome VEXAS ¢ una malattia sistemica complessa che richiede un modello di gestione interdisciplinare:

1. Sospetto clinico (reumatologo/immunologo/internista)
* Uomo adulto (>50 anni) con inflammazione sistemica persistente e steroido-dipendente
* Scarsa risposta o refrattarieta alle terapie immunosoppressive convenzionali

2. Inquadramento ematologico
*Valutazione di citopenie (anemia macrocitica, trombocitopenia e sospetta sindrome mielodisplastica
*Biopsia osteo-midollare (BOM): vacuolizzazione dei precursori mieloidi/eritroidi, displasia midollare

3. Conferma genetica (genetica molecolare) = Ricerca di mutazioni somatiche del gene UBAI:

4. Valutazione d’organo (team multidisciplinare): dermatologo, pneumologo, ORL, cardiologo,
infettivologo, radiologo,...

5. Presa in carico terapeutica condivisa per gestione di:
* infiammazione sistemica
e complicanze trombotiche
 citopenie e MDS associate




Coordinamento Regionale Malattie Rare FVG

b COORDINAMENTO REGIONALE
MALATTIE RARE FVG

La prima Rete Regionale per le Malattie Rare in Friuli Venezia Giulia e delineata sulla base delle prescrizioni
del Decreto Ministeriale n. 279 del 2001; |la Delibera di Giunta n. 3277 del 2002 identifica i presidi che ne

fanno parte.
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Domanda 1

Quale delle seguenti caratteristiche é tipica della sindrome VEXAS?
A) Colpisce prevalentemente le donne 1n eta fertile

B) E caratterizzata da mutazioni somatiche del gene UBA 1

C) E una malattia ereditaria autosomica dominante

D) S1 manifesta principalmente con neuropatia periferica



Domanda 2

Quale tra i seguenti segni clinici ¢ comunemente associato alla sindrome
VEXAS?

A) Rash eritematoso e vasculite cutanea
B) Ipertensione arteriosa 1solata
C) Diabete mellito tipo 1

D) Epilessia refrattaria



Domanda 3

Quale approccio terapeutico ¢ piu comunemente utilizzato nella gestione
della sindrome VEXAS?

A) Antibiotici ad ampio spettro
B) Terapia immunosoppressiva con corticosteroidi /o farmaci biologici
C) Ciclofosfamide per os

D) Supplementazione vitaminica
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