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Epyoaotnpt aka ¢

ANEUVKOKULDTTOapwon (26.800)
CRP: 290 mg/L, ESR 116 mm/h

®e p p t 16.000 ng/mL

AU & N utEav et v a(®COT/SGPT 136/115 U/L)

D-dimers 18.000 ng/mL
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N6 o8tile v n A (AOSDY

U B oapEOPTI KOO TP KaAangd (
IV Ka€ 1Te 132my po HWECT ad)l ©

HET WO UEBRBAL VI KOEPY (
BeATi won

u ‘Ev a pAnakinra (anti-IL-1) sc dailyA
OT a0k@End ot @O @ N

Review > Drugs. 2024 Mar;84(3):257-274. doi: 10.1007/s40265-024-01993-x.

Epub 2024 Mar 5.

Adult-Onset Still's Disease (AOSD): Advances in
Understanding Pathophysiology, Genetics and
Emerging Treatment Options

Sara Bindoli ', Chiara Baggio ', Andrea Doria ', Paolo Sfriso 2

Affiliations + expand
PMID: 38441807 PMCID: PMC10982104 DOI: 10.1007/s40265-024-01993-x A

AOSD Phenotypes

IL-1 IL-6
Fever CRP 1
Rash Liver
Ferritin 1T
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KAINIKA:

A aviit 80 p1 @pa cuPpp d . BHODE @Y A>A

A pun Tuopwdn o1 dAPUPEELT 0 T QU P WV

A TJC:6/685JC:2/66

Aegmodovn, TeplLopl opgévn OTMAY WY R O]
Aavowoduvva, opgoOTI pa YnAdadEnume@Ew KpPOT !
A (e &avoHHeudk O PBAKEBE ¢

A puviikaxatico®nt 15K BT, NToL WP 1| K A,
ANepoadevomoQ v a@Ime prIIPE! WPl OT £ P

N



E.E.:
WBCs:14.700
CRP:188.4<6
T KEB
PCT:0.03
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ANA:1/160, AntENA:0.24CANCA>1/160, RANCA:<1/20, MPO
ANCA:1.65U/MIPR3-ANCA: >100U/ML anttRo: <15 U/ML,

anti-La: <15 U/ML
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2022 AMERICAN COLLEGE OF RHEUMATOLOGY / EUROPEAN ALLIANCE OF ASSOCIATIONS FOR RHEUMATOLOGY
CLASSIFICATION CRITERIA FOR GRANULOMATOSIS WITH POLYANGIITIS

V E “ T[ l:) p 8 _[ O CONSIDERATIONS WHEN APPLYING THESE CRITERIA

o These classification criteria should be applied to classify a patient as having granulomatosis

V SICCEO' U H T[ T (L) IJ C( T O )\ O y i G with polyangiitis when a diagnosis of small- or medium-vessel vasculitis has been made
V (X p 6 p a _N p B p ’c T l 6 a o Alternate diagnoses mimicking vasculitis should be excluded prior to applying the criteria
VPI Vi T-ied@i @R/OQal v O € qdrgyV

Nasal involvement: bloody discharge, ulcers, crusting, congestion

X é V 6 p (k) V ) blockage, orseptaideect/peroratién | ’ | +3
V T O )\ )\ o TT )\ o) i TIV € U u oV I K lagi ousmvolveme@owegno nosecamlage rsee‘ce ’

ndo endobronchial t, or Saadle sede ormity)

OTl r] )\ al O, Tt (ﬁ i H rn,)a}n Conductive or sensorineural hearing oss +1
V A n t I- P R 3 > 1 O O | U / M L LABORATORY, IMAGING, AND BIOPSY CRITERIA

Positive test for cytoplasmic antineutrophil cytoplasmic antibodies (CANCA)
or antiproteinase 3 (anti-PR3) antibodies +5

S CO re . 1 m. 2 S 5 Pulmonary nodules, mass, or cavitation on chest imaging +2

Granuloma, extravascular granulomatous inflammation, or giant cells on biopsy +2

Inflammation, consolidation, or effusion of the nasal/paranasal sinuses

BVAS 1 + 1 +3 :ﬁ (T[ | A ) or mastoxdms’on imaging ’ | | +H

Pauci-immune glomerulonephritis on biopsy +1
Positive test for perinuclear antineutrophil cytoplasmic antibodies (pANCA)

or antimyeloperoxidase (anti-MPO) antibodies -1
Blood eosinophil count > 1 x10%/liter -4

Robson JC, Grayson PC, Ponte C, Suppiah R, Craven A, Judge A, et al.2022 American
College of Rheumatology/European Alliance of Associations for Rheumatology classification Sum the scores for 10 items, if present, A score of 2 5is needed for classification of GRANULOMATOSIS WITH POLYANGIITIS,
criteria for granulomatosis with polyangiitis.Ann Rheum Dis. 2022;81(3):3151

320.doi:10.1136/annrheumdis-2021-221795
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V
V
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" statRTX | * [ Combine with GC? |+ Stant
(of MTX or MMF) | for avacopan’) RTX*or CYC |
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\ [ Consult
Remission? >—N°"‘ Expert Centre
\

AUEWRI VI KOEPRAT O TP -y
U EE& 1 1 r40magpreqs € ot
u P ET/CT Hellmich B, Sanchez-Alamo B, Schirmer JH, Berti A, Blockmans D, Cid MC,

et al. EULAR recommendations for the management of ANCA-associated

puvol oBepaTmei al K1 Vv

vasculitis: 2022 update.Ann Rheum Dis. 2024;83(1):30i 47.doi:10.1136/ard-
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ADVOCATE

ADVOCATE Demonstrates Avacopan’s
Superiority Over Standard of Care

Primary Endpoints: Can avacopan therapy fulfill the pre-specified
+

statistical null hypothesis for the primary BVAS endpoints of vasculitis
remission at week 26 and sustained remission at week 52?2

Active

\ﬂo BVAS Remission* Avacopan Comparator / p Value
2 SOC Control
p<0.0001
\/j 26 Weeks 72.3% 70.1% non-inferiority
>
p=0.0066
> 52 Weeks 65.7% 54-.9% superiority

Numerically superior, statistically significant non-inferior at

26 weeks
Statistically superior sustained remission at 52 weeks

[1p 0 o BAgorkopan 30mg X2
VeTmmiI TULUYXNC
V Dpgeon voaoou

V AN\AV €O T € O TT OKPAWI TOI YKHOO

©

aOpBpeaivVIVPETK KIN C

Baon
K

i vnongc

l

Continue or switch to RTX for 24-48 months
(or AZA or MTX)

Induction of remission
continue GC taper / stop avacopan® L_}(m NPy
|
v I

s
Sustained
_///u ~—— i

T~__Remission? _—"
\
\//

' Maintenance of Remission

|

\

|—"

Y(f:x
v
/”f W\_
\‘\\‘fﬂf’ﬂ@f’/{
Yz*s

'

Assess individual relapse risk,
comorbidities and patient preferences

| |

Continue or stop

Hellmich B, Sanchez-Alamo B, Schirmer JH, Berti A, Blockmans D, Cid MC,

et al. EULAR recommendations for the management of ANCA-associated
vasculitis: 2022 update.Ann Rheum Dis. 2024;83(1):30i 47.doi:10.1136/ard-

2022-223764
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AAAepyieg (-) Kamviopa (-) AAKOOA (-)
AlLLZakK Xap wdndLYAuoBRPTEME | dDioa £ ®T,0o plw@m

OAT4 SxDgoopemegt@gdpmn evop BSaImyVy a1 n
methylprednisolone 40mg xCa/D3n py € p n wmdilizmmab 162mg/w
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A Taotpookdomnon:y 0 oT pi 11 dd, O0O0LAWANC | OTOC
OwWdeKAdAKTULAOU
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WBC

NE/LY
HCT/HGB
MCV/MCH
PLT

FIB
D-DIM

CRP

TKE
FER
SGOT

SGOT

11.300

6300/2860
11.6/34.7
86/37
114.00

751

1144

175

112
1360
11

18

PCT

yGT
ALP
UR
CR
NA/K
CA/P

LDH/CPK

My ozx

EPYOPA

2,89

26

73

59
0.91
133/48
9.2/2.6

218/13

2-4

1-2

NEYKQMZA +

NI TPQAF-

7.1

3.1
390
0.8
0.3
8.1
1890

201

259
122

17.8
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NE/LY
HCT/HGB
PLT

PCT

FIB
DDIM
CRP
TKE

FER

SGOT
SGOT

3800/1200
28.7/9.1
82.000
3.7

677

2342

120

130

1688

7
10

vG

ALP 60
UR 56
CR 0.81

NA/K 132/51
CA/P 9.2/2.6
TROP 20.1
TG 300
LDL/HDL 58/7

A 3° 24wpo, emibeivwon:

As ppésvmyp e 10

Ak vapmoe wo e 02 1 pé ¢
Aom nv coN&E vy

Avre ptpl ydnuykde pt 8

A sll-2Ra/sCD25: 27.120 IU/mL,
sCD163:4.895 IU/mL

A=5 o f HLH-2004 critdria
A Hscore:177 (5477% probability for HLH)

A'Ewp € 2g/kg IVIG (1409)
AKA 1 p d& sneropem2g x3

NMAEON
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Antibodies: Coxiella Burnetti, Bardonella, Rickettsia, Mycoplasma: Uy adqUsayY
HSV2:U} 3 d (H8W1YAU U3 gHCeMY: d UU m@/YU) 3 ddie o ¥

PCR: HSV1,2(-), Mycoplasma Pn. (-),HHV-7 (-), HHV-6 (-), HHV-8 (7.4} 1%, HCMV (-

),

Rickettsia (-), Mycobacterium(-), Bartonella(-), Brucella(-), Borellia (-), Mycoplasma (-)
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Singh S, et al.
Castleman disease: diagnosis on cytology.
J Cytol. 2023.



ASYMPTOMATIC

SYMPTOMATIC

Castleman Disease

l Castieman disease lymph node (LN) I

-

Unicentric

1
-
Clinically multicentric
1
{ s 1
poems || 1aiopawic || MMV
|
$ 1
HIV + HIV -

More enhancing disease

Hyaline vascular pathology
Plasma cell pathology

el

Multi-focal LN and systemic features

Chen LYC, Zhang L, Fajgenbaum DC. Expert Perspective: Diagnosis
and Treatment of Castleman Disease. Arthritis Rheumatol. 2026
Jan;78(1):12-25.



JN':.'/I‘,' diagnosed MCDll
v
HHV-8 Positive MCD HHV-8 Negative MCD|

A4

MCD+PEL:KS

MCD alone MCD+KS

> R-Dox ] ’
> Retreatment upon > Specific therapy for
Assess severity relapse ‘ PEL
Inadequate
Response
l A O 1 ]
Asymptomatic Mild symptomatic Selere TG | G Kr] u 0 K I u u Kw 0 r]
> Monitoring labs > Rituximab [> R-Dox/R-Etop
and HHV-8 viral D Retreatment upon | > Retreatment upon
relapse relapse

load

T /héov éveu aywyic, YOESH

Y
Continue therapy > R-Dox/R-Etop Inadequate re
D> Retreatment upon
relapse
] > Individualized
further therapy

A4
Consult CD expert / Continue IMID +
Inadequate ';"""‘”"‘e Consider IMID Steroids
Response esponse &
l Consult CD expert

A A
[ Consult CD expert ]

Rehman MEU, Chattaraj A, Neupane K, et al. Efficacy and safety of regimens used for the treatment of
multicentric Castleman disease: A systematic review. Eur J Haematol. 2022;109(4):309.2320
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HB

MCV

MCHC

WBC

NEUT

TKE

CRP
SGOT/SGPT
UREA/CREAT

19G

Ferritin

E-E
12.5 g/dL
90
30
5100
71%
108 mm/1h
167 mg/l
30/31
A. 0. B

1870
1500ng/mL
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Oeparneia
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Tapering GCs<12Zmguv motpomn 11/ 2025
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KAwvikn mopeia

AVTIOPACE! G

o.

COBADPEC TOTI KEC
E-E

HB
MCV

: MCHC 30

WBC 5100
NEUT 71%
TKE 140 mm/1h

CRP 400 mg/!
SGOT/SGPT 60/65
UREA/CREAT E. &.
Ferritin 2000ng/mL
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2YNEXEIA
AIEPEYNH2H2

Do o Do Do P P>

3V ocrr]//\l\&la @MBrK LT T apoaopuosnwpovn 08 & \dg o
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sCd63+sC@5¢.¢.0
Brofma{xwpdicaeEvpphgEPata)

Bt oWwi otp vogqu A o€ ()d waon

X o p N yividmaRinra300mg/day vy 1 3g U € A @iat effective
Xong no@CS50mMgivA mapo Brernmi won

3° PETScam

NEdvoonkxayiai ow@IHCEd 1ML U TTT WU Oa WAl OKyOl
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Hpepopnvia: 13/3/2026

[ 4
Eiso¢ eféraong:
AMnhoiyion Néag Mevidg (Next Generation Sequencing) opddag yovidiwv
Opadeg yovidiwv ou avahi@nkav:

[ 4
Autoinflammatory disorders (Genomics England Panelapp, v2.0)
Primary immunodeficiency or monogenic inflammatory bowel disease (Genomics England Panelapp,

v8.0)

Amoréheopa:

Awigvelmke 1 voukheomdikry avmkardotaon ¢.118-1G>C oto yovidio UBAT (NM_003334.4) oto
¥xpwpdcowpa X. Mpokemar yia mapahhayr] oTo onueio pariopatog Tou e§wviou 3 Tou yowdiou UBAT. H

y mapahhayr) aviyvelBnke pe khdopa ahhomwpévou arhnhopdppou (Variant Allele Fraction, VAF) 77%,

A U BA II l 8 T a )\ A a E r] oupBarol pe cwpankr peTahhagn.
’ MNaBoyéva kar mBawwyg Traboydva euprjuata oto yovidio UBAT (OMIM 314370) oyxetifovrar pe mv
a V l X V 8 CL“. IB‘I IJ r] ( eppawvior Nwrigiag puikig arpogiag Titrou 2, X-guioouvderng, pegikrg (OMIM 301830), ou

khnpovopeima pe guiooivieTo uTohemopevo yapakmpa, ko IuvBpopou VEXAS, owparkig
o £
IG>( :,)VAF: 7 7A) mwpoéhevang (OMIM 301054).

To ouvipopo VEXAS mpokoheital amd cwpatkéc petaAhdieg oto yovibo UBAT, ol omoieg
eppaviCovian o aiporronmkd BAacTokUTTapa Tou puehol Twv ooTwv Kal odnyouv om dnuioupyia
khwwviol TAnBuopol apoTronmkuy kKuTTdpwy. Mpokemal yia omavo autophey povindeg olvBpopo pe
eppdwion omy evijhikn Jwr). Ex@nAveTal ye peupaToMOyIKEG KOl OUOTNUATIKEG exBnAwoEelg, OTwg

A D N M T3 A (+) , N G S utToTpOTMIAfoVTIa TTUPETO, @AEYHOV TOU BEPUATOS KOl Twv TIVEUUOVWY, XovBpmda Twy TITEpuyiwy Twv

aumwy kai Mg pvag, ayyeimda, v Tw Bader pAePikr] Bpoppwon ka apBpakyies. O epyacTpiakds

“ U S )\V@Fﬂ37% Eheyyog avadewvier Tpoodeutikéc  aiparohoykéc  SioTapaygég, cupmephapBavopévwov G

pakpokuTTapikris avaipgias km g Bpopfomeviag, kabwe km augnuévous Seikteg pheypowic. H Boyia
pueAol Twv ooTuwv ouvrBwe katademvie! kuttapoBpiBea kan cupripata cupBatd pe dusThacgia [1].

H vouxkheondir] avikatdotaon €.118-1G>C oto yovilio UBAT £xen karateBel pia gopd om Baon
Bedopeviov ClinVar (ID 1298353), 6mou xapakmpiletal wg edpnua ayvwomg kAMKNG onuagiag. Aev

To edpnpa ¢.118-1G>C oo yovidio UBA1T tafnvopcitar wg miBavweg mabBoyovo (class 4), Baoe Twv
Kprmpiwv Tafnvopnong tou Apcpmdvikou Kohheyiou latpikris Meverkr)e wan Mevwpkrig (American
College of Medical Genetics & Genomics, ACMG) [3].

ZUCTAVETOI YEVETIKI] UM BOUAE UTIKT).
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Head & Neck:

Fever

Periorbital edema
Nose chondritis

Inflammotory eye disease
Ear chondritis

Sensorineural hearing loss —

Thorax:
Pleural effusion

Neutrophilic alveolitis

Myocarditis

Abdomen:

Heparosplenomegaly

Bone marrow:
Myelodysplastic syndrome
Multiple myeloma

Cytopenias
Vacuoles in myeloid
and erythroid cells

Colitis

Musculoskeletal: Pelvis:

Inflammatory Orchitis/

arthritis epididymitis

Cutaneous: Lower
extremities:

Neutrophilic dermatosis

Medium-vessel vasculitis

Leukocytoclastic vasculitis Deep vein
thrombosis

DOI: 10.1182/blood.2021011455
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ACRS guidance statement MARCH 2026
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. M is3or M ic A i . . . .
acrocytosis™ or ac.rocytlc femia When to consider testing for somatic UBA1 variant
. MDS or Myelodysplasia

. Thrombocytopenia* e e e e e e e e e e e e e e e e e e e e e e e
*  Monocytopenia® Pre-test probability is higher for MALES compared to FEMALES

Major Disease Features (DF):
*  Fever of Unknown Origin
. Auricular and/or nasal chondritis

. Neutrophilic dermatosis or neutrophilic urticarial dermatosis (Bx) /
. Leukocytoclastic vasculitis (LCV) or leukocytoclasia (Bx)
*  Non-infectious periorbital swelling BMV? 22 HF 1HF 0 HF
. Unprovoked or recurrent deep vein thrombosis
. Unprovoked or recurrent superficial thrombophlebitis + + +
»  Steroid dependency®
>1 Major DF 22 Major DF 23 Major DF
Minor Disease Features (DF): OR OR OR
. 3 . . . _ ) 1 Major + 2 Major +

* Recurrent, non-infectious scleritis, episcleritis, uveitis 22 Minor DF > 2 Minor DF > 2 Minor DF
* Erythema nodosum (Bx)
* Recurrent urticaria / urticarial plague
* Injection site reaction to anakinra l J l
* Steroid responsive, non-infectious ground glass opacities v

+ Inflammatory arthritis

» Vasculitis (any size), relapsing / recurrent or with lack of response to SOC’
* Pericarditis / Myocarditis Testing strongly recommended
* Nephrotic syndrome with renal amyloidosis (Bx)
* Interstitial nephritis (Bx)

DOI: 10.1002/art.43287
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Modern Rheumatology, 2026, Vol. 36, Issue 2, 307-312
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Advance access publication date 9 October 2025
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Treatment Algorithm For VEXAS Syndrome

Genetic Diagnosis of VEXAS [
Require CS = 10mg/day - Close followup | %%
for more than 4 weeks I
, Relapse
l"ﬂ?;n":a:."ry - %| Start Corticosteroids * P
manifestations
Controlled with CS dose < aring
10mg/day of prednisone - S gent
|
No response
Manifestations Anti-IL6
Cytopenia . Anti-IL1
Transfusion dependent JaKi
Myelodysplastic syndrome

MSD/MUD 10/10
PBMC or BM
FluMel > FB2 ?
PTCY/MMF/Tacro >

DOI:10.1002/art.43287
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VEXAS vs AOSD

AOSD: H1 driven,

VEXAS: ferritin Kol v -

hyperinflammation

UBA1,vacuoles, blooc MTOAVLOPOYO
malignancy >5@ge EEAVONUOC
papuyyood




Diagnostic Approach

l FUO - exclude

infection and
others

Think
autoinflammatory

Check steroid

response Ferritin 1

-
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