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Statistical analyses
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Baseline characteristics
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All patients
Characteristics (n=110) JAKi (n=78) IL-6i (n=51) IL-1i (n=33) TNF-ai (n=20) Others (n=12)
Median age at first VEXAS 74 (68-79) 74 (68-79) 73 (67-77) 71 (68-76) 68 (59-75) 69 (59-74)
manifestation (range)
Male 109 (99) 78 (100) 50 (98) 33 (100) 20 (100) 12 (100)
VEXAS syndrome clinical
manifestations, n (%)
Constitutional symptoms 90 (82) 66 (85) 43 (84) 29 (88) 16 (80) 7(58)
Skin 84 (76) 63 (81) 39 (76) 31(94) 15(75) 10 (83)
Arthritis 65 (60) 42 (56) 32 (63) 20 (63) 13 (65) 6 (55)
Chondritis 37 (34) 23 (29) 21 (41) 12 (36) 10 (50) 7(58)
Pulmonary 40 (37) 31 (40) 18 (35) 11 (34) 9 (45) 2(18)
Ocular 36 (33) 21(27) 25 (49) 10 (30) 11 (55) 5(42)
Venous thromboembolism 38 (36) 27 (37) 25 (51) 12 (39) 5(29) 4 (44)
Type of UBAT mutation. n (%)
¢.122T>C (p.Met41Thr) 2 (31%) 29 (38%) 15 (30%) 8 (24%) 6 (30%) 2 (17%)
.121A>C (p.Met41Leu) 2 (21%) 16 (21%) 8 (16%) 7(21%) 1(5.0%) 2 (17%)
c.121A>G (p.Metd1Val) 34%) 20 (26%) 18 (36%) 13 (39%) 10 (50%) 6 (50%)
Other 5 (14%) 9 (12%) 7 (14%) 4 (12%) 2 (10%) 2 (17%)
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All patients
Characteristics (n=110) JAKi (n=78) IL-6i (n=51) IL-1i (n=33) TNF-ai (n=20) Others (n=12)
MDS 31 (29) 18 (24) 14 (28) 6 (18) 7 (35) 4 (33)
Monoclonal gammopathy 11 (10) 6 (8) 6(12) 4(12) 2(10) 2(17)
Median CRP, mg/L (IQR) 60 (30-130) 66 (30-133) 73 (27-141) 65 (39-117) 53 (28-126) 39 (31-76)
Median haemoglobin, g/L (range) 10 (7.4-11.4) 10 (8.9-11.3) 10 (8.8-11) 10.2 (9.2-11.4) 11.2 (9.6-11.7) 11 (10-12.4)
Median MCV, fL (IQR) 103 (94-107) 103 (94-109) 103(99-109) 101 (94-106) 102 (98-107) 101(98-106)

19(17) 13(17) 6(12) 6 (18) 5 (25) 2(17)

Thrombocytopaenia, n (%)

Concomitant steroids at targeted
therapy initiation, n (%)

Median posology, mg/day (range)
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Baseline characteristics

All patients
Characteristics (n=110) JAKi (n=78) IL-6i (n=51) IL-1i (n=33) TNF-ai (n=20) Others (n=12)
As first line - 37 (47) 32 (63) 21 (64) 13 (65) 7 (58)
As second line - 23 (30) 16 (31) 6(18) 6 (30) 2(17)
As third line - 14 (18) 2 (4) 4(12) 1(5) 1(8)
More - 4 (5) 1(2) 2 (6) 0(0) 2(17)
Methotrexate 21 (19) 13(17) 10 (20) 7(21) 7 (35) 4 (33)
- MMF 5 (5) 4(7) 1(3) 1(4) 1(7) 2(17)
'f#ﬁﬁ;?{ AZA 4 (4) 3(4) 3 (6) 1(4) 2 (10) 0(0)
Cyclophosphamide 5 (5) 3(5) 2 (5) 1(4) 2 (10) 3 (25)
E‘E;H’\J 5{5\%@ Re:tapsing (jjisease 42 EBB; 31 240; 19 EBB; 10 231; 10((5;.) 3 EZS;
S Refractory disease 24 (22 17 (22 12 (24 11 (34 3(16 6 (50
%AEEEE Steroid dependency 29 (27) 20 (26) 13 (26) 7(22) 4(21) 1(8)
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Baseline characteristics
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IL-6fHESE (51)
TCZ (47), SAR (4)

IL-1fHZEZ (33)
Anakinra (30), Canakinumab (3)
- TNF-afEZEEE (20)
IFX (11), ADA (7), ETN (2)

others (12)
RTX (5), ustekinumab (2), BEL (1), ABT (1),
secukinumab (1), dupilumab (1), omalizumab (1)
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Characteristic Overall (n=194) JAKi (n=78) IL-6i (n=51) IL-1i (n=33) TNF-ai (n=20) Others (n=12)
No prednisone 4/139 (3%) 1/39 (3%) 3/41 (7%) 0/28 (0%) 0120 (0%) 011 (0%)
<5mg/d 20 (14%) 9/39 (23%) 7141 (17%) 1128 (%) 1120 (5%) 2111 (18%)
<10mg/d L = 41/139 (30%) 21/39 (54%) 13/41 (32%) 4128 (14%) 1720 (5%) 211 (18%)
~10mg/d PSLIS5= 7139 (5%) 4139 (10%) 1141 (2%) 2128 (1%) 0120 (0%) 01 (0%)
Targeted therapy withdrawn 91/139 (66%) 14139 (36%) 27/41 (66%) 22128 (719%) 19/20 (95%) 9/11 (82%)
<10mg/d 271137 (20%) 18/41 (44%) 7140 (18%) 2126 (8%) 020 (0%) 0/10 (0%)
>10mg/d CRP{E 191137 (14%) /41 (22%) 6/40 (15%) 2126 (8%) 1120 (5%) 1110 (10%)
Targeted therapy withdrawn 91/137 (66%) 14141 (34%) 27/40 (68%) 22126 (85%) 19/20 (95%) 9/10 (90%)

® IL-6IARISM2441(22% )R IAKI[Cswitch. 66IIEIAKITEI.

® CRPOIEELEHZIFNT D&,
CREZERZE(Z6m/12mEF S TIAKI(39%)/37%), IL-6i(29%/21%)
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JAKi 7.3(3.5-12.5), IL-6i 5.2(2.0-9.2), Zfth 3.8(2.6-6.2) s : »A s )

® PSLIE5= | 5Bl UICER (CH UV TCEHE TRIER
20(10-35)mg/H—>3m 10(8-15)mg—6m 8(5-10)mg—12m 7(5-10)mg




Survival without treatment withdrawal
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No, n (%) Yes, n (%) No, n (%) Yes, n (%)
Age at targeted therapy 72.4(10.0) 82.6(16.1) 1.07(1.03-1.12, Arthritis 49 (57.0) 16 (72.7) 2.01 (0.75-6.07,
initiation p=0.003) p=0.183)
UBAT mutation Arterial 2(2.4) 1(4.5) 1.93 (0.09-21.08,
p-Met41Val 26 (29.9) 5(25.0) Reference p=0.599)
p-Met41Leu 19 (21.8) 2 (10.0) 0.55 (0.07-2.84, Venous thromboembolism 32 (38.6) 6(27.3) 0.60 (0.20-1.62,
p=0.498) p=0.331)
p-Metd1Thr 27 (31.0) 8 (40.0) 1.54 (0.45-5.68, Myelodyplastic syndrome 26 (29.5) 5 (26.3) 0.85 (0.25-2.49,
p=0.495) p=0.779)
Clinical manifestations of CRP, mg/L (mean, SD) 85.4(793)  856(67.2)  1.00(0.99-1.01,
VEXAS syndrome p=0.991)
Contitutional symptoms 75 (85.2) 15 (68.2) 0.37 (0.13-1.13, Targeted therapy
=0.070 :
- P ) Others (TNFo and anti-IL-1 40 (46.5) 1(4.2) Reference
Chondritis 29 (33.0) 8 (36.4) 1.16 (0.42-3.04, inhibitors, others)
=0.762) :
: P JAK inhibitors 26 (29.1) 12 (50.0) 19.20 (3.46-360.53,
Skin 70 (79.5) 14 (63.6) 0.45 (0.17-1.28, 0=0.006)
p=0.122) — e
Ocular —1 3362 Eaien IL-6 inhibitors 21 (24.4) 11 (45.8) zn_.gfa 33.5.}?&396.25,
p=0.685) =
Pulmonary 32 (36.8) 8 (36.4) 0.98 (0.36-2.56,

p=0.971)
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Cause, n (%) Overall (n=194) JAKi (n=78) IL-6i (n=51) IL-1i (n=33) TNF-ai (n=20) Others (n=12)
Discontinuation 114 (54) 22 (28) 35 (69) 26 (79) 20 (100) 11(92)
Primary failure 62 (54) 9 (43) 16 (46) 14 (54) 14 (74) 9(82)

Loss of efficacy 9(8) 3(14) 4(11) 1(4) 1(5) 0(0)

Serious adverse event 27 (24) 4(19) 11 (31) 9 (35) 3 (16) 0(0)

Death 10(9) 4 (19) 3(9) 2(8) 1(5) 0(0)

Other 4 (4) 1(5) 1(3) 0 (0) 0 (0) 2 (18)
Variable, n (%) Overall (n=194) JAKi (n=78) IL-6i (n=51) Anti-IL-1i (n=33) Anti-TNF-ai (n=20)  Others (n=12)
Any adverse event 103 (53) 36 (46) 32 (63) 19 (58) 10 (50) 6 (50)

Infection E?t& 46 (24) 18 (23) 15 (29) 1(3) 6 (30) 6 (50)
Cytopenia s 36 (19) 18 (23) 15 (29) 3(9) 0 (0) 0 (0)
Thrombosis ki 14.(7) 5 (6) 6(12) 0(0) 3(15) 0(0)
Cardiovascular 8 (4) 4 (5) 3 (6) 1(3) 0(0) 0 (0)

Cancer 2(1) 1(1) 0(0) 0 (0) 1(5) 0 (0)

Hepatitis 3(2) 0 (0) 3(6) 0 (0) 0 (0) 0 (0)

Minor reaction at site of injection 8 (4) — SEBIEBGI 102) 6(18) 1(5) 0(0)

Major reaction at site of injection 9 (5) - =& 1(2) 7(21) 1(5) 0 (0)

Minor systemic reaction after treatment 14.(7) 3(4) 3 (6) 4(12) 2(10) 2(17)

Major systemic reaction after treatment 3(2) 0 (0) 2 (4) 0 (0) 1(5) 0 (0)



Discussion
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Discussion
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