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Result: Group 1: BRI L IRE D45

Statements Agree(%) | Disagree(%) | Total(%)

VEXASIZ, UV U~ F, K&, B L UOMERFAEEO XY b IL 7% B
& 9 bhemato-inflammatory disease 2(98) 12) 53 (100)
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% R T 58, BRITIEA L 53(100) | 0@} 53100
VEXASIZBEMERE Tl A, 53 (100) 0 (0) 53 (100)
VEXASDIF & A ¥ DEERIIL, 50U LD BHETHRS 52 (98) 1(2) 53 (100)




Result: Group 1: BRI L IRE D45
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Typical Disease Features

Inflammatory:
Fever of unknown origin

Auricular and/or nasal chondritis

MNeutrophilic dermatosis or urticaria-like lesions|Bx)
Leukocytoclastic vasculitis (LCV) or leukocytoclasia (Bx)
Mon-infectious periorbital swelling

Recurrent, non-infectious inflammatory eye disease
Man-infectious ground glass or nodular pulmonary infiltrate
Unprovoked or recurrent thromboembolic disease

Steroid dependency®

Hematologic:
Vacuoles in myeloid or erythroid precursor cells on marrow aspirate
Macrocytosis! or macrocytic anemia
MDS or myeladysplasia
Thrombocytopenia®
Monocytopenia®
Lymphopenia

*  Erythema nodosum [Bx)

* Recurrent urticaria / urticarial plaque

* |njection site reaction to anakinra

* |nflammatory arthritis

* Wasculitis {any size], relapsing / recurrent or with lack of response to SOC
*  Pericarditis / Myocarditis

*  Exudative pleural or pericardial effusion

+  Testicular inflammation

= Sensorineural hearing loss

= Atypical or opportunistic infection incduding nontuberculous mycobacterial infection
= Mephrotic syndrome with renal amyloidosis (Bx)

* Interstitial nephritis {Bx)
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Result: Group 1: BRI L IRE D45
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Result: Group 2: UBA1X 7 ) —=>v 4

Statements Agree(%) Disagree(%) Total(%)

BRI VEXASEE O KEIL, UBA1Dexon 3ICI RtV REHIF AT T4 XER
MORRERE DD S, 52 (100) 0(0) 52 (98)
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Result: Group 2: UBA1X 7 ) —=>v 4
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Result: Group 2: UBA1X 7 ) —=>v 4
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Result: Group 2: UBA1X 7 ) —=>v 4
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netic Testing for VEXAS

Avallable technics used for UBAT sreening with proposed
rmutational burden threshold for detection by
Variant Allels Freguency, WAF (3]

Sanger Sequencing of exon 3 including hotspot and splice sites
(= 15-20% WVaF)

High Resclution Melting Analysis of exon 3 [=1%)

Droplet Digital FCR of exon 3 (=1%)

Targeted Mext Generation Seguenging incleding full gane
sequence |»1%)

wWhole exome sequencing [»2-5%)

Additional considerations
Treatrment can impact mutabonal burden [particularly in
context of hypomethylating agents)
Lower clonal burden of disease [Le., low VAF] may not be
detected by Sanger sequencing and may require high
throughput sequencing
MMutational burden may differ in bone marrows compared to
perripheral blood
Testing for additional clonal mutations in genes ralated to
myelodysplastic syndrome or myeloid malignancies may
provide additional information
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Result: Group 3: VEXASIZH 1T 2 MDSD 2

Statements Agree(%) | Disagree(%) | Total(%)
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Result: Group 3: VEXASIZH 1 2 MDSD 21
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Result: Group 3: VEXASIZH 1 2 MDSD 21
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Result: Group 3: VEXASIZH T 2 MDS D 22l

Approach to Hematological Diagnoses in VEXAS

Molecularly confirmed VEXAS syndrome (UBA1
mutation positive)
Rule out other causes:

* nutritional deficiencies,
infections, peripheral
destruction or consumption,
medication related

Cytopenia  |-===--============ L

Presence of moderate/severe
cytopenia and in particular macrocytic
anemia that is progressive , and not Predominant inflammatory symptoms
improved with systemic anti- +/- mild cytopenia (consider)
inflammatory therapies
(highly recommended)

Bone marrow examination

:“"""“"""“'{ UEHAssyndrume ] TTTTmmmsmEmmsmmmmmmm
,i, e Cytoplasmic vacuoles, hypercellular '
. . marrow, increased M:E ratio - v
[VE}{AS syndrome associated wﬂh] . A e o flo EIE}{AS syndrome associated with J
I I:Illilslma I:E"”rlenpllasm & Presence of dysplasia (not meeting MDS
¢ Clonal plasma cell population T )
e MGUS > smoldering MM > MM WHO/ICC guidelines) & Overt dysplasia or MDS defining
# Diagnosis and follow-up based on l.'.‘y'tl?gE‘nEtlﬁ abnormality or MDS
standard guidelines defining myeloid gene mutations

® Diagnosis and follow-up based on
standard guidelines (WHO/ICC)
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Result: Group 4: 857, FEEF, B LUEE

Statements Agree(%) Disagree(%) Total(%)
VEXASDOEE I, Efit v X —~DBN L T, Z0BHDOHEFIF—LL>TEEINEIRNEZTH 5. 52 (100) 0 (0) 52 (98)
BREFEIHMEL, KEF-ITBATE2EEIDICL > TEE. 48 (92) 4 (8) 52 (98)
BEOBIZICIE, RIEDHIE;, BRERE2D Fh &, BENOE L-aHED Fh & AE, £)580
BEORENLEND. 50 (96) 2 (4) 52 (98)
FUARE, IS AR ESE, JAEEEDO AL, VEXASTIZ—MRIITH V), EEFESIEAEREET 5. 49 (94) 3 (6) 52 (98)
BRI, BRERCEREEEDOBMREER 47 (90) 5(10) 52 (98)
GCsld, VEXASEE DXIEZHHT 2 72DICBETH Y, EEFEMEZHET 2 7-D ICHELRT/AN 52 (100) 0 (0) 52 (98)
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Result: Group 4: 857, FEEF, B LUEE

T

RN, REFITBHMIAEDENICLE > TESR. 2F Y BEBEIL, KAEDINF),
BHARE D TP & BE.

VEXASICEWTIZCRPAESRE Y HXEDO L YEBEMHOD TN~ —H— & 1B alREHEA
5B, ETHESEAS L, MEKEESE L TENS.

TERFIR A 5 O AEFAAR O hREIZH104E.

VEXASELEFOZEILBEEMIE (] : BER, IFhER)ICIRESNTEH Y, ZLHDORIEMR
BEOSEMA A D BREREZE| 2RI T. BASRERBAEN & 588511, EE
BIELEERNE T AR LY HEM.

IL-6HEEA RO ILFERAINTWS. IL-1IEEELRFTINRE LS H, ANKTIFEE
D FEFEBMURICHIRE SN T, CANODBERMEZRT T —XIFIZEAELG L.

JAKRBBEZEDOHR T, LF Y UFZTHHERIN, BEIX10mgz1H2[EA H520mgz1H?2
B X TREEINS.



T

Result: Group 4: 6%, PERETF, BLUOEE

BiffEbrEE =1L, VEXASTIIZhEN 72 <, BHEIEY > /BRI E A2 B S8 2 A gEM
N 5=,

JA—VEBEEEET S, MDSOEBEICHWONIIEALAFILILEITHS T FT v
%, —SPOEEICE WV TRIEDHE L BT, UBAIELFZEBRARR F /- 13K
TBHZENREINTTIZD, REAT — X CLEEGAER IZ 2.
VEXASIZEMRICER LT-EEFEEZHH -0, AESMBFHEBZIEILZ DEED
R BRI BEEIRESH, BEECGVHDR S IC L BT Y X7 & 1BET.
INETICIBANABEMMEEZEASIT, 2D B2TABL8%) A EFL, 11AL
UBAIELZEFEEDTZERHEEN I NT-.

HA RO RIZTETDODEHFICHET, FFICPCPEANILRIADFHIZETDOEETE
B9 NZX,

HOEM DR BIRZIZDWTIE, EIlslzs3 9 5 87lc, FERIEIEE FE 7 RN
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Result: Group 4: &7, FRE

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: % |

Candidate for HSCT

Yes No

T, B £

o

Require GC
7.5 = 10mg/day

S

T

Close follow up ** |

HSCT

Azacitidine

Require
CS = 10mg/day

L 3

Relapse

L J

¥

Start CS sparing agent

*E%% Anti-IL6
- Tocilizumahb IV
- Tocilizumab SC
- Sarilumab SC
JAKi

- £ Ruxolitinib
- Upadicitinib
- Tofacitinib

Anti-IL1
- Rilonacept
- Canakinumab
# Anakinra

* Dase of glucocorticoid based on organ
involvemnent {0.5mg-1 mg/kg)
**Follow up every 3 months, tapered GC
to the minimal dose to avoid symptams.
*** G prednisona dosing
==t Careful in patients with
gastrointestinal involvement » risk of
bowel perforation
£ Ruxolitinib could be more effective
than other JAKI
# Anakinra have been associated with
severe site infection reactions in some
patients with VEXAS
Other Recommendations
PIP and VIV/HSY prophylaxis
Ruled out NTR skin infection
Suggested baseline tests-
Echocardiogram
Hearing test
DEXA scan
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