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C.F., M, 01/06/1959
➢ Da luglio 2017: febbricola ricorrente, tosse stizzosa, infiltrati polmonari, lesioni cutanee 

→ ricoveri in Presidi periferici

– Biopsia cutanea → infiltrato linfocitario T perivascolare

– Biopsia transbronchiale→minimo, focale infiltrato infiammatorio, modico ispessimento 
dell'interstizio (polmonite in fase di organizzazione)

– BOM → «nella norma»

➢ Giugno 2018 → Ricovero in Medicina Spedali Civili per febbre, dolori ariticolari e 
piramide nasale → diagnosi di POLICONDRITE RICORRENTE ASSOCIATA AD AORTITE 
(captazioni PET) → follow-up Immunologia

➢ Hb 10.3 g/dl, MCV 100 fl, WBC 4.77 x 10^9/l (N 44%), PLT 220 x 10^9/l



Vexas – manifestazioni cliniche

Zhang Glob Med Genet 2023
Groarke Lancet 2026



C.F., M, 01/06/1959
➢ Ottobre 2019 valutazione ematologica per a. macrocitica lieve

→mieloaspirato: cellularità aumentata, non atipie morfologiche

→ citogenetica 46, XY

→ NGS: DNMT3A

→ BOM segnalate note di diseritropoiesi e dismielopoiesi

➢ «Prosegue la gestione terapeutica dei colleghi Immunologi ferma restando 
la nostra collaborazione per il trattamento di citopenie significative»



C.F. – flowchart terapia
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28.06.21: diagnosi sdr VEXAS

“We named this disorder 
the VEXAS (vacuoles, E1 
enzyme, X-linked, 
autoinflammatory, 
somatic) syndrome“



C.F., M, 01/06/1959

➢Novembre 2021 → rivaluato dagli Immunologi 
→ prosegue steroide con cauto tentativo di 
riduzione

➢14/3/22 TVP poplitea dx



• Retrospective multicenter study
• 119 VEXAS patients
• Almost two-thirds of VTEs unprovoked
• 41% recurrent
• 20% occurring despite anticoagulation



C.F. – flowchart terapia
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• Multicenter international retrospective analysis of 
VEXAS patients treated with different JAKi

• 30 patients with genetically proven VEXAS syndrome

Time to next treatment



C.F. – flowchart terapia
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• HI-E in 19 patients (59%)→transfusion
independence

• Responding patients mostly LTB (58%) or non-
transfusion dependent (NTD, 37%)

• Median duration of response to ESAs 13 months
• Endogenous EPO associated with the probability 

of response to ESAs

32 pts



C.F. - variazioni dell’emocromo nel tempo
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• Cytopenia, particularly macrocytic anemia, is a common finding in 
VEXAS, even in the absence of associated MDS

• The need for bone marrow examination in a patient with a 
molecularly confirmed VEXAS diagnosis is debated due to lack of data, 
especially in patients without cytopenia

• Macrocytosis is the most common peripheral blood finding in patients 
with VEXAS, followed by anemia, absolute lymphopenia (80%), 
moderate thrombocytopenia (30–50%), and monocytopenia (30–
50%), whereas neutrophils are often within normal values

• We recommend a baseline bone marrow examination in all patients 
with cytopenic VEXAS, especially before initiating disease-modifying
treatments



Rivalutazioni midollari

Giugno 2023 Febbraio 2024

Non dimostrata displasia → non diagnosi MDS

Agosto 2021

Cariotipo: 46, XY



UBAmut cells are the main cause of systemic inflammation and bone marrow failure
VEXAS-associated MDS is distinct from classical MDS in its presentation and clinical course

Gutierrez-Rodrigues Blood 2022



C.F. – flowchart terapia
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• Infections (34%) and cytopenias (36%)
• Higher than those reported with anti–IL-6 agents (23%) and JAK inhibitors (29%)

• Inflammatory response rates were 41% at 6 months and 
54% at 12 months, regardless of MDS status

• A total of 50 (61%) patients achieved inflammatory 
response, with 70% occurring at 6 months, suggesting a 
delayed median response



C.F. - variazioni dell’emocromo nel tempo
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Infections in VEXAS: focus on NTM
Increased risk for infections
→ advanced age at disease onset
→ necessity for sustained high-dose corticosteroid treatment
→ bone marrow failure
→ imbalance in the ubiquitin proteosome system caused by UBA1 mutations 

Ali & Gurnari Curr Res Trasl Med 2025 Czech Open Forum Infect Dis 2025De Valence Ann Rheum Dis 2024



Considerazioni

➢ Gestione dei pazienti con VEXAS complessa

➢ Modulazione della terapia in base alla differente penetranza

• Dai farmaci modulatori della risposta biologica al trapianto allogenico

➢ Non sottovalutare il rischio infettivo

• Minimizzare la terapia steroidea

• Profilassi adeguata (aciclovir, cotrimossazolo)
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