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Vascularites :
Evoquer différentes étiologies avant la
forme paranéoplasique

® [nfections: virales, bactériennes, fungiques
¢dicaments:
antibiotiques: pénicilline, sulfamides, quinolones,....

himiothérapie : bléomycine, methotrexate, gemcitabine,
YC

cytokines: IFN, IL2, GCSF, GMCSF

=  Ac monoclonaux: rituximab, alemtuzumab

Cryoglobulinémie




Vascularites « paranéoplasiques »
associées aux hémopathies et cancers

1>/pe de vascularites / type de pathologie sous jacente
Phénotype : +++ peau, articulaire et neurologique périphérique
Impact sur la survie ?

Traitement MAI ou hématologique ?




Table 1. Vasculitides associated wilh malignancy, the 65 malignancies associaled with

vasculitis, and demographic data®

Parameler

Value

Sax, no. (%) male/female

43 (7177 (28.3)

Etude GFEV n=65

Age, mean = 5D {mnge) G4 + 12.9 (22-80)
Fyprmirnrentitir —— Hr-rrratina ey
Ex:u!l:-:n-c:}'hu.:l.:sli:: vasculilis 27 (48]
With digital necrozis 4 [B.T)
With Swoeet's syndrme 2(3.3)
With nerve microvascolitis 1.7
Palyarieritis nodosa 22 [36.7)
Wegener's granulomatosis 4 [6.7)
Microscopic polyangiitis 1(5)
Henoch-Schimlein purpur 3(8)
Lranulomatouns culaneois vasculiis TI1.7)
Malignancies sssociated with vasculitis (n = 65)
Hematologic 41 [BE.1)
I.I- .I‘ I- II‘ J'..- L L] :II-:.1:

l'tl.'|ril.l::tlll.'!|' anemis with excess blasts 11 [16.9)

Refractory anemin 3 [4.6)

Chronic rl]:l'l‘luﬂlnl:ll:ll'.:.-‘li.l: leukeinia 7 (10.8)

Lymphoid malignancy 1% (28.2)

Mon-Hodgkin's lymphomn (9.2

Dhiffuse large B cell 3 [4.6)
Mantle smome 1(1.5)

T call l}'mphulmlf 213.4)
Hodgkin's dizease 4 [6.2)
Chronie lvmphocytic leukemia 4 (B.2)
Hadry eell leukemia 1 (1.5)
Multiple myeloma 4 [B.2)

g 3 (4.8)

IgAx 1(1.5)
Mywlofilitasis 1 (1.5}

Salid tumors 24 [36.40)
T T

Adenocarcinoma 3 [4.6)

Small-cell carcinoma 1(1.5)

Squamous-cell carcinoma 1 (1.5}

Cenitourinery plus gynscologic W [13.8)

Renal cancer 3 (4.6)

Bloddor 1(1.5)

Crvarian 231

Endomatrial 1(1.5)

Breast cancer Z[3.1)

Gastrointestinal cancoer 7 (10.8)

Colon 2 (3.1)

Stomach z(31) Vasculitis

Small intestine 2(3.1)

Hepatocellular carcinoma 1 (1.5) PAMN LY WG MPA H5P
Nosopharyngoal TS Malignancy n (m=22 Mm=27)| m=4) Mm=3) (=3)
Muosothelioma 1(1.5) 2

| L W 1 v 5
Adenocarcinoma, origin unknown 115} M}'eiu’rj 3'5p|.astic s}rndrnme 21 9 o . . 0
Lymphoid malignancies 19 6 9 1 2 0
Solid tumors 24 2 9 1 3

Fain Arthritis & Rheumatism 2007




Table 6. Comparisons of vasculitis characteristics according to the type of malignancy*

Type of malignancy

Vasculitis characteristic Solid tumor Lymphoid MDS P
Necrotizing vasculitidest 47.6 47.1 52.4 NS
Cutaneous manifestations 76.3 76.5 81 NS
Arthralgias Ly | 17.6 bl.Y U.01
Peripheral neuropathy 47.6 35.3 14.3 0.05
Renal involvement 19 5.9 42.9 0.02
Lung involvement 4.8 5.9 19 NS
Gastrointestinal involvement 14.3 0 23.8 NS
Inflammatory syndrome 76.2 52.9 81 NS
Monoclonal gammopathy 9.5 42.9 10 0.02
AMCA—pesibviby 25 182 20 NS
Steroid dependence 27.8 25 63.2 0.04
Vasculitis complete remission 66.7 87.5 47.6 0.04
Cancer complete remission 42.9 35.3 4.8 0.01
Death 47.6 47.1 76.2 NS




Immune Complex Small Vessel Vasculitis
VASCULARITES I Cryoglobulinemic Vasculitis
SMD / LMMC IgA Vasculitis (Henoch-Schonlein)

Hypocomplementemic Urticarial Vasculitis
(Anti-C1q Vasculitis)

I Polyarteritis Nodosa ' Anti-GBM Disease 1

Kawasaki Disease

A |

|

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis

| | Granulomatosis with Polyangiitis
' (Wegener's)
Large Vessel Vasculitis Eosinophilic Granulomatosis with Polyangiitis
(Churg-Strauss)

Takayasu Arteritis
Giant Cell Arteritis

I BEHCET DISEASE




Manifestations auto-immunes associées SMD :

types

Firg author [Ref.], Subjects n Age, years®

Context of gudy

B st frequent ALCs" Factors asmciated with AICs

year (mte, %)  (medin)
Komralgi [12]. FUTADE T were Ri-ins ttutional Hypothyraidizm 44% Female gender
2016 [2B%) =G0years refr ompective !d:ud:,r I'TP | 2% WL I.'EE.':I:tI:I’:.I' anemia or RAMD :u'l:t:,r;::
Ba 1 (M4 RBC transfusion independence
Mekinian |_R |, 123 T MLI]ti:ETLfEr!an‘EF fora Aystemic vasculitis I3 ‘["nmgcra. Tual:genrl:'r
016 wide spectrum of AICs - ™ Higher- risk M5
Inflammatory arthrits 2% Specific asoc it
Meutrophilic dermatods 1 0% (ML and wsculitis
Beheet's disease and tisomy &
Low-risk BMDSand CTD
High -risk M D8 and ND
Mekinian I';J, [+, 72 Case peries (n= 220 added ta EA [ NA
2014 (31 =82 46 pru‘inu.r.lr published cases  PMR 2%
with inflammatory arthrits RS3FE 12%
Al Ustwani [10], i o Case geries (n= 10 ) added W asculitis 2% MNA
MniE {16 =82) to 34 previoudy published Erune gkl ve ir Lk
cases Skin kmions 15%
De Hallinda |.3:I|_ A61235 K] M ulticentér retmspective Cubneus ksions 24% El':isl'u:r sk MDE{ per WFSS)
A1l {19.5%] (68 - 53 anal ysis Moninfectios Fever | 3%
Arthralgiafarthritis 13%
Peripheral neuropathy 105
Dahmiaga [ 19], 2108 T.Al #8087 Single-center surveyof e Eligher- rigk MD3
e [25%) cutanenis manifestal ons m H:rp:rg.runrm.gjuhdin:min
Pruriga nodulris 14%
H:utmphihn: derrmatods 1 0F¥s
Ecchymosil UT P 1P
Marsavhevic [21], 20/2584 MA 5 i:n.ghﬂ:nlcr retmspective Skin vasculitis 2E% Fermale gender
A0 7% ) shady, EA 20%
Meutmphilic dermatosis = 100%
Sjtgren’s smdrome 1 0
ATHA 1%
Glannoul [12], 13470 &7 doyear prospective sudy of 70 [solnted AL Cs 185 Youmnger age
e 0 [LE.6%) patimts with MDE - i
Sytemic wasculitis 24%
Hamidon [73], n ) Part of a prospective gudy Systemic wasculitis 45% MA
(AE=0GF af 200 patients (n= 60 with
M) M e e -
Enright [ 5], k1Tl | %] ::“ri.ll'luflz- cepter retrogpective Wasculitis (e MA
1955 (7A4%) (7.5=-E7] Eif [N 17
Other 7%
Billstrm [17], 10 A2 i Retrogpective sngle-center Leukocytoclastic wasculitis 500 Younger age
1265 (12%) {53 =771 repirt Carmplex lnl:urfrt'fpz




Manifestations associées SMD : Etude francaise

Vascularites 39 (32%) PAN (12) 6 (15%)
Horton (9)
Behcet (6)
Cryo (3)
GPA (1)
Inclassée (8)

Connectivites 31 (25%) PCA (18) 0
Lupus (8)
SAPL primaire (4)
Myosite (3)
Sjogren (2)

Pathologies 12 (10%) Abces aseptique 0
neutrophiliques Sweet (9)
Pyoderma (2)

Rhumatismes 28 (23%) PPR (10) 10 (36%)
inflammatoire PR (4)

RS3PE (4)
Indéterminés (10)

Inclassés 13 (11%) - 13

:> MAI variées /incompletes ou inclassées
Absence d’association avec certaines MAI

Mekinian Rheumatology 2016



Vascularites et SMD

/

Auteur VASC /MAI AGC/Taka ANCA + Cryo VASCU Behcet
leucocyt

Berthier 2001 6/14
Hamidou 2001 8/8 - 8 - - - -
Giannouli 2004 4/13 1 0 1 0 2 0
Bouali 2005 0/40 0 0 0 0 0 0
De Hollanda 2011 5/46 0 - 3 2 - 0

Mekinian 2016 39/123 9 12 1 3 8 6

Total 62/244 (25%) @@ 5 (8%) 5(8%)  11(18%)  6(10%)



Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schénlein)
Hypocompl Urticarial
(Anti-C1q Vasculitis)

Medium Vessel Vasculitis
Polyarteritis Nodosa
Kawasaki Disease

Anti-GBM Disease

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis

, I ‘osis with Polyangiiti:

' (Wegener’s)

Large Vessel Vasculitis with Polyang

Takayasu Arteritis
Giant Cell Arteritis

(Churg-Strauss)

(g27:g23)

Case  Gender Age MDS Twpe  IPSS Karve-type Typeol Treatment Time relation of Outcome
vasculitis vasculitis to MDS

" F 52 RAEB-1* nornal TA GC 0 Dead for infection
Bone marrow transplantation

20 M 67 RAEB-I 0.5  normal TA GC 0 Stable

3 M 60 RARS 0.5 normal TA GC F2year  AML (4 months later)

419wy 62 RCMD (L0 noreal TA GO f2months  AML (12 months later)
MTX Dead for imfection

R 75 RAEB-2 .5 GOUA Gl 0 Dead for infection

A 67 GCA G -3year  Stable
b 68 RAEB-1* GCA Gl -4 months  Dead for AML
B F 71 RCMD 1.0 611} TA s'o G 0 AML (4 months later)

Dead tor AML

0 GCA n=7/123 SMD/MAI
0 GCA évolution similaire sans SMD
L PPR rémission dans 44% et corticodependance 30%

Q Etude cas controles AGC MSD/ SMD




Maladie de BEHCET associée aux SMD

» Atteinte digestive

N=31

» Peuy d'atteinte neurologique ou
ophtalmologique

n (%)

Sex » Association avec trisomie 8
Male 12 (39)

EFﬂﬂﬂiE 19(61) » Risque SMD et Behcet augmente dans
ympioms® 9 o . 3
coiccat il o 27 (87) trisomie 8 constitutionnelle

rREfﬂﬂen-bgeai{i}nphlhﬂ: 234
Eve lesions {10 |
Skin lesions 7(59)

Erythema nodosum 11 (35)
Papulopustular lesions or acneform nodules 6(19)
Positive pathergy test 8/153 (33)

Other symptoms ; |
High fever 17(53) ol

| Gastrointestinal ulcerations 22 (71) :

Arthnitis 2(7)
; L 3 (10) :
HILA-B51. positive 2/13 (15) -

Koguchi-Yoshioka, Acta Derm 2014



Maladie de BEHCET associée aux SMD

= 4] avec hémopathies /651 Maladie de Behcet

/
BD with BD without With solid With
malignancies malignancies malignancies  hematologic
(n=41) (n = 610) (n=13) malignancies
Age (years) 44.4 = 133 37.5 £ 13.7%* [n=29)
Age al time of BD et 138 354713 40.7 + 12.9%%

Age at the time of malignancy 533 + 9.3

diagnosis (years) diagnosis (years)

Female (n)

25 (61.0%)

224 (36.7%)**

Age al ume ol B diagnosis 4l.o6 = 1460 349 x 119
Oral ulcer 41 (100%) 605 (99.2%) sy
gm:talluls:ﬂ:r = [?5'{?’} s [?2'3:'&} Time interval (years)t 1254+ 92 6.9 + 7.4*
- ':T'Il s Ls“f’":‘, 13 E:'ii{ 123} E?Zﬁ Female (1) 10 (76.9%) 16 (55.2%)
R ; s * ? Having active BD during 3(23.1%) 24 (82.8%)***
Gastrointestinal 16 (39.0%) 96 (15.7%)** . ;
P emergence of malignancies
_ BD disease activity during 1.3+ 25 4.0 £ 2.3**
SKin Tesions 29 (70.7%) 386 (63.3%) s s
Arthritis 9 (22.0%) 149 (24.4%) Benc =L .
, . Oral ulcer 13 (100%) 29 (100%)
Vascular involvement 4 (9.8%) 136 (22.3%) . s
: . Genital ulcer 11 (84.6%) 21 (72.4%)
CNS involvement 0 29 (4.8%) y
Pathergy reaction 3 (23.1%) 9 (31.0%)
Ocular lesions 4 (30.8%) 6 (20.7%)
Gastrointestinal involvement 3(23.1%) 13 (44.8%)
Skin lesions 10 (76.92%) 20 (69.0%)
Arthritis 4(30.8%)  5(17.2%)
Vascular involvement 0 4 (9.8%)

Yi LIN International Journal of Rheumatic Diseases 2014



Maladie de BEHCET associée aux SMD : série francaise

Characteristics Behget's disease MDS/CMML Behget's disease
N=11 N=63

Age, years / 75 (65-87) 48 (39 - 57)

Erythema nodosa 1/9 (11%] 8/63 (13%)

Pseudofolliqﬁliﬁs 1/9 (11%) 39/63 (62%)

Arthralgia’ 5/10 (50%) 46/63 (73%)

Cenira/l/ﬁeurologicul impairment 0 16/63 (25%)

Uveitié 0 33/63 (52%)

Degp venous thrombosis 1/10 (10%) 9/63 (14%)

Oral aphtosis 9/10 (90%) 62/63 (98%)

enital aphtosis 3/10 (30%) 45/63 (71%) |

Endoscopic upﬁormaliﬁes 6/10 (60%) 8/63 (13%)

Characteristics Behget's disease MDS/CMML Crohn’s disease
N=11 N=100
| Endoscopic abnormailities 6/10 (60%) 100/100 (100%)
ejunal lesions ) Z7T00 (4%)

lleal lesions 5/10 (50%) 67/100 (67%)
Colon lesions 4/10 (40%) 55/100 (55%)
Sigmoid/rectum lesions 3/10 (30%) 32/100 (32%)
Anus lesions 5/10 (50%) 17/100 (17%)
Granuloma 1/8 (10%) 19/100 (19%)

Wesner N et al under submission




Périartérite noueuse non-virales

Vasculitis
Patient Age Sex Symptoms Eosinophilia Complications  Diagnosis  Treatment Qutcome
1 72 M C,PMR A 5 K MNo Myocardial Skin biopsy CS Death (myocardial
infarction infarction)
2 61 M CLNK Yes Renal C5, CY, Death (infection)
angiegram HA,
VP16
3 73 M C PMR, TA K Mo Carabral TA biopsy C5, MTX  Death ([CNS
hamaorrhage {ANCA+) vasculitis?)
4 76 M C,PMR, L S K Mo Renal C5, CY Death (nocardia)
angiogram
5 66 M CALERGK Yes ACR criteria C5, MTX  Death
{pneumocy stosis)
& 57 F CPMR G EK Yas Arterio-biliary  Hepatic CS,.CY, Death {CNS
fistula angiogram VP16 vasculitis?}
7 67 F C.PMR S A G K Yas Gastric Mecropsy Cs Daath [vasculitis)
arterial
ruptura
B 52 M CNK Mo Perirenal Renal Cs, CY Alive
hermatoma angiogram

Abbreviations: C, constitutional symptoms; PMR, polymyalgia rheumatica; A, arthritis; 5, skin; K, kidney; C5, corticesteroids; L, lung;
M, narve: CY, eyclophosphamide; HA, hydroxyurea; VP16, etoposide; TA, temporal artery; MTX, mathotraxate: E, ear: G, gut.

Pronostic sévere +++?

Micro-anévrismes ?

Hamidou Seminars Arhtritis 2001




Vascularites cutanée leucocytoclasique (SOV)

migratrices

= yulcérations /nécroses

= nécrodse de la paroi des petits vaisseaux et d’un infiltrat constitué de
polynucléaires neutrophiles et de fragments nucléaires isolés « nus »
phénomene appelé « leucocytoclasie »)

F dépots d’immunoglobulines et de complément

N=21 SMD + atteinte cutanée:

- vascularite leucocytoclasique 29% cas

= purpura vasculaire /nodules / I€sions urticariennes non

Odell Lancet 2015



VASCULARITES CRYO / ANCA positives

Cryoglobulinémie

= 2/46 De Hollanda
=/ 3/123 Mekinian
Aucune les autres séries
= +++ Pathologies lymphoides

ANCA positives (MDS primaire)

= 3/46 De Hollanda (GPA/ EGPA/ MPA
= 1/123 Mekinian
=  Aucune les autres series




Prévalence ANCA dans SMD/LMMC

SMD non MAI
AutoAc N=155
AAN 20%
Anti ECT 4%
Anti CCP 3%
FR 12%
APL 22%
ANCA 9%
Aspect ANCA C (n=7), P (n=7)
Indiff (10), PR3 (0)
Spécificité ANCA BPI (2), MPO (1)
Lactoferrine (1)

ANCA cytoplasmique

ANCA périnucléaire

M Hamidou Rheumatol 2000.39:417-420



Manifestations auto-immunes et SMD :
Association fortuite — paranéoplasique?

e o o™
Délai SMD - MAI concomitant Délai >5 ans 2
Type MAI PAN AGC ¢
Behcet Vascularite ANCA?
Anomalies immunologiques Peuvent étre absents Présents sans MAI
Type SMD/LMMC LMMC +++ ASIA
Caryotype Trisomie 8 - Behcet -
Réponse ttmt SMD Agents hypomethylants -
Evolution MAI Corticodependance Evolution MAI /SMD
Rechutes pas toujours parallele

Absence de marqueur pour confirmer le caractere associé MAI avec SMD




Manifestations auto-immunes et SMD : facteur de gravité et impact survie?

Giannouli compare SMD avec et sans MAI
O Pas de différence
v’ anomalies cytogénétiques
/ v' transformation leucémique
- v survie
Pronostic li¢ au score pronostic international (IPSS)

'I-
; Avec MAI
",*. ------ Sans MAI
0.8
8 064
o
o
=
o
[
> 0.4
3
w
0.2
0 Logrank p= 0.503

T T T T T

3 B 9 12 15

Delai entre le diagnostic de SMD et le décés ou derniéres nouvelles
Mo. of Subjects Event Censored Median Survival {95% CL)
Avec MAI 119 359 (42) 65% (T7) T1.6 (47.7 ; 336)
Sans MAI 419 37% (153) 63% (266) 74.5 (58.5 . 105)




Efficacité des biothérapies pour manifestations auto-immunes des SMD

N=120 lines

Steroids
N=25

DMARDs
N=26

Biologics
N=42

Rituximab
N=12

Azacytidine
N=10

Time (months)

20/24
SAID response | / ° 1> | 821 (43%) | 13/36(36%) | 7/12(58%) | 5/7(68%)
o 20-72) | 50-41) 9(1-125 | 5(1-42) | 8225
(months) i i i i i
CRP 90 (48-117) | 53 (40-115) | 57(21-89)/ | 18(5-50) | 44 (24-71)
before/at thé end | 15 (4-85)* | 19(3-95) | 48 (11-87)* | 12(5-50) | 3 (3-20)*
1.0 =+ p—— et ———————— - H————— - -+ —--
Sk
P
0.8 1 ]
— -
_ e e e e -
T b= et R TR
€ 061
@
[1¥]
S
:!l:J 0.4 1
=
w
0.2 1
0 3 6 9 12

Treatment
— DMARDs
= = Anakinra
c=c Anti-TMFo
== Rituximab

<o dzacitidine

Steroid sparing effect
of various treatments
in MDS related SAID

Mekinian A Autoimm Rev 2018




Azacytidine pour les manifestations auto-immunes des SMD

» Sweet (n=4)
> ﬁehqet (n=4)
»/ PCA (n=3)

> LED (n=2)

» Sjogren avec SAPL (n=1)

Avant AZA

= MALI systémiques réfractaires ou corticodépendantes : N=20

PPR (n=3; 13%), AGC (n=2) Vascularite (n=2)

Apreés AZA

Poussée MAI 50% 15% 0.04

/ Rémission MAI 15% 50% 0.04

Dose Corticoides 17 (10-40) 8 (0-13) 0.007
Autre IS 50% 25% 0.2

Essai AZA dans SMD avec MALI réfractaire / corticodependant (Celgene) en cours

Fraison et al Leukemia Res 2016




VASCULARITES Immune Complex Small Vessel Vasculitis
‘ Cryoglobulinemic Vasculitis
ASSOCIEES AUX IgA Vasculitis (Henoch-Schénlein

CANCERS Hypocomplementemic Urticarial Vasculitis
(Anti-C1q Vasculitis)

I Polyarteritis Nodosa ' Anti-GBM Disease 1

Kawasaki Disease

A |

|

ANCA-Associated SmallVessel Vasculitis

Microscopic Polyangiitis Cancers induits +++

\ | Granulomatosis with Polyangiitis Cyc / aza
' (Wegener's)
o Visiadl Vsculits Eosinophilic Granulomatosis with Polyangiitis
(Churg-Strauss)

Takayasu Arteritis
Giant Cell Arteritis




ACG/ PPR et CANCER / HEMOPATHIES

Study AgeiSex TAE Resuli Type of Malignancy Siage Delay (mop’
{lscution)
Hamirin’ M GO A (heabedd) K {prosiase ) Lascal Adver (12)
Osiberg® M GCA K icecump Local (bulkyy  After (123
TiM A K (bladder) Regional Aler (6)
T2F GCA K {sigmodd colon) NR Synchronous
BIF GCA K (kidney) Laoscal Sy hronous
vom Knorming™ 62 M GCA K ibrain)** Local Allter (%)
Lamegain-Foumier®® 73 M GCA B eell CLL Early Sync hronous
Drupuy-Bruog Bl F GO A Myeloma Erly Svnchronous
Hoag™* TTF GOA K {kidney) Lascal Syne hronous
Mo author™ B4 M GCA WMG NA Synchronous
Bensaid™ T M GCA B cell CLL Early Afier (6
Ll 45 F GCA K {hungh Laocal Synchronous
Billstrim!? 6T F Fibrusis RAER-1 MA Befone i4)
Speadt? i M GCA K {lung) Regional Adter (18}
Gl M NA K {lungh Local, sdvanced  Synchronous
Gonzalez-Gay* TIM GCA Beell CLL Early Synehronous
Fstrmcl ™ 6RF GCA + emyloidosis Muyeloma NE ﬂ}m‘hmmm\.
Keung*® B F GeA™ Mlveloma MA Sync hronois
Solans™ 6l M MNA K (kidneyi Lascal Adier (4)
Hutsom ! T2F A K (hreast) Lascal Sync hronous
T F MNA Lymphomss NA Befone (1)
Ono'T Gk F GCA Uterus Loscal Symi hronous
Kohli*® o8 F GCA RA MA Synchronoas'
Espinosn™ T5F (CA RAER NA Synchronous
T F Mot Done ChMML NA Synchromous
Moaadeh™ T4F GUA K {esophageal) Lozl Synchronous

1}

Steurer” 67 M Large-vessel artentis RAER NA Synchronous

/

Risk Ratio Risk Ratio
Study or Subgroup  log[Risk Ratio]  SE Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Haga et al. 003 0197 35% 1.03[0.70,1.52] 1993
Myklebust et al. -015 0194 36% 0,86 [0.59, 1.26] 2002
Kermani et al. 0.231 0188 37% 1.26 [0.87,1.82] 2010
Hill et al. 0182 0176 4.3% 1.20[0.85, 1.69] 2010
Jietal 0174 0017 528% 1.19[1.15,1.23] 2010 L
Muller et al. 0.073 0045 321% 1.08[0.98,1.17] 2013 B
Total (95% CI) 100.0% 1.14 [1.05,1.22] -
Heterogeneity: Tau® = 0.00; Chi*= 7.56, df= 5 (P = 0.18); F= 34% D:ﬁ ﬂf? ; 155

Test for overall effect: £= 3.38 (F = 0.0007) Non-GCAPMR GCAPMR

Ungprasert et al. / Seminars in Arthritis and Rheumatism 2014 Eric Liozon J Rheumatol 2006



Al cancar sifes
i{1a0-208
Cakradtal
{1534
Lung (162)
Hraast (174
Prastais (185
Bladdar {188
Crhar”

ACG et BAT+

Obsarvod Expadciad

Mnins Foamalas

SR B% Cf) Obé arvad Expenaind BIR {98% CY
M 144048, 233 18 14 54 1.1 0.7, 1.8) al
oAy 18047, 541) 2 2490 089 {1, 205 5
1.3 0702, 48) 1 1.25 082, 587 2

2 25 08 02, A3

am 24101, 47
05 20003 11.1) 1 [ [ 280004 154) 2
429 0.7 (03, 23 11 7.3 15008, 27) 14

2553

455

A3

1272

12(08, 1.6
11(04,25
0.8{02, 2.8

20(02. 7.9
1.1 {08, 1.9

a0 40 50

20

10

Cumulative incidence of malignancy, %

0

__GCA W

... Non-GCA e

=

5 10 15 20
Years from GCA incidence/findex date

Catherine L. Hill Rheumatology 2010



VASCULARITE Ig A (purpura rhumatoide)

I

PILLEBOUT parmi 250 : cancer 6,8%

Mortalité 28% en cas de cancer

Table 81. Characteristics of 47 previously reported cases of Henoch-Schonlein purpura associated with solid-organ malignancy®

Age,
Caze wears/ Omset of vasculrtis m Response to
ne.  Authors, year (ref)) Sex Solid-organ malipnancy  relation to malignancy  freatmant Outeoma, follow-up®
1  Camsetal 1978(3) 63  Lung carcinoma 9 months before Partial ramission®  Deceased, 21 months
2 Camsetal, 1978(3) 73  Lung carcinoma 3 months before Femission® Deceased, 24 months
3 Maurice, 1978 (&) 5%M  Lung carcinoma 3 months before Femizsion® Alva, 25 months
4 Mitchell & Hoffbrand, 1979 (T) 57 Lung carcinoma Synchronous® Femission® Alive, 48 months
5  Phtzenmeyeretal, 1989 (8) 7%M  Lung carcinoma £ months before ME Deceased, 17 months
6 Gutierrez Macias et al, 1992 (9) 78M  Lung carcinoma Synchronouss ME MNE
7  Blanco et al, 1997 (10} 67/  Lung carcinoma Synchronons® NE NR
8 Pankhurst et al | 2004 (11} NE Lung carcinoma Synchronons® NE NR
9 Curgunlu et al | 2004 (12) 57 Lung carcinoma 22 momths after Famission® Alive, 48 months
10 Welsr-Bisig of al | 2005 (13) 648  Lung carcinoma Synchronons® Famizsion® Deceased, 3 months
11  Pongeetal, 1993 (14) 75 Lung carcinoma Synchronous® Femazzion® HNE
12 Frogw et al, 2009 (15) 50 Lung carcinoma 6 months before Femission® Alive, 6 months
13 Mitsui et al., 2009 (16) 61/ Lung carcinoma Unk duration after NR Deceased, 17 meonths
14 Mitsui et al, 2009 (16) 630  Lung carcinoma Unk duration after NE MNE
Hypopharyngeal carcmoma  Unk duration after NE MNE
15 Garcias & Hearr, 1982 (17) 60M  Prostate carcinoma Synchronons® Partial ramizsion’ MR
16  Partuiset ot al , 2000 (3) 77 Prostate carcinoma Synchronons® Famission® Alive, 48 months
7 Couzietal 2002 (18) 36  Prostate carcinoma Synchronons: Feamission Alive, 3 months
18 Zurada et al | 2006 (4) T/ Prostate carcinoma Synchronous: HNE HNR
Fenal carcinoma 2 months before
19 Zuorada et al., 2006 (4) 860  Prostate carcinoma Synchronous: ME MNE
20 Pertuiset of al., 2000 (3) 486F Feenal carcinoma Synchronous® Femission® Alive, 36 months
21  Homg, 2010(19) 25 Renal carcinoma 6 months before Ramizsion’ NR
12 Mitsui et al, 2009 (16) 63 F Fenal carcinoma Unk duration after NE MNE
23 Maynard et al., 2010 (20) 34  Renal carcinoma Synchronons: Famission® NR
24  LiVoon Chong & Buckley, 1997 (21) 67/M  Gasine carcinoma Synchronons® NE Deceased, 1 month
25 Mitsui et al, 2009 (16) 78  Gastric carcinoma Unk duration after NR NR
26  Mitsui et al, 2009 (16) 88  Gastric carcinoma Unk duration after NR NR
7 MNitsw et al, 2009 (16) 53  Gastric carcinoma Unk duration after NR NR
Prostate carcinoma Unk duration after NE NE
28  Hughes etal, 1993 (22) 38F Ereast carcinoma 12 mo before NE Deceased, 2 waeks
29 Maestrietal 1995 (23) GO/F Breast carcinoma Symchronous® NR NR
30 Arnas-Sanfiaso etal , 2010 (24) 47F Ereast carcinoma Synchronons® Famission® NR
31 Mitsud et al, 2009 (16) T1/F Thyroid carcinoma Unk duration bafore NR NR
32 Mitsui et al, 2009 (16) 44 Thyroid carcinoma Unk doration after NR NE
33 Mitsuwi et al, 2009 (16) 73 Thyroid carcinoma Unk duration after NR NR
Cholangiocarcinoma Unk duration after NE NR
34 TFanetal, 2007 (25) 55 Carcinoid tumor 3 months bafore NE Deceased, 6 months
Schwannoma 3 months hefore NE
35  Hayemetal 1997 (26) 55M  Carcinoid tomor 6 waalks bafors NE Deceasad, 6 waeks
36  Mitsuwi et al, 2009 (16) T4F Maallary carcinoma Unk duration after NR NR
7 Mitsod et al, 2003 (16) 69N Maxillary carcinoma Unk doration after MR MR
38 Mitsuwi et al, 2009 (16) TIF Carvical carcinoma Unk duration after NR NR
3% Mitswi et al, 2009 (16) 18F Carvical carcinoma Unk duration bafore NR NR
40 Mitswi et al., 2009 (16) 630  Colon carcmoma Unk duration after NE Deceasad, 6 months
41 MMitewi et al, 2008 (16) 73 Colon carcmoma Unk duration bafore NE NE
42 Mitswi et al., 2009 (16) 631  Hepatocellular carcinoma  Unk duration after NE NE
43 Mitsui et al | 2009 (16) 65F Endometrial carcinoma Unk duration after MR Deceazad, 9 months
44  Pankhurst etal, 2004 (11) NE Epiglottic carcinoma Eymchronous NE MNE
45 Weilsr-Bisig ot al | 2005 (13) 5%M  Esophageal carcimoma Synchronons: NE Deceased, & waeks.
46 Zuoradaetal 2006 (4) 46F Anal carcinoma Synchronous® NR NR
T Mitsm et al, 2009 (16) 47 Ractal carcimema Unk duration after NR Deceaszed, § months
Ohvaran carcinoma Unk duration after NR




VASCULARITE Ig A (purpura rhumatoide)

HSP With HSP Without Statistical

Malignant Disease Malignant Disease Comparison
No. of patients (References) 19 {24-36, and Present Report) 158 (6, 21-23)
Age, Vi3 (range} 59* (29-79) 39-53**% (16-86) ND
M/F ratio 8.5 1.3 P = .005
Prior acute infection (%) b 33 P=.03 |
Cutaneous purpura (%) 100 93 NS
Joint involvement {%) 95 57 P =009 |
Synovitis (%) 42 14 P =005
Gastrointestinal involvement (%) 58 42 NS
Gastrointestinal bleeding (%) 21 11 NS
Renal involvement (%) : 84 60 NS
Renal insufficiency (%) 26 15 NS
Polyclonal IgA increase, n {%) 7/12 (58) 36/55 (55) NS

Pertuiset 2000 Semin Arthritis



VASCULARITE et LYMPHOMES

n, %
Cytopenias
- AIHA

- ITP
- Erythroblastopenia

Neurological diseases
- Guillain-Barré syndrome
- Peripheral neuropathy

Systemic vasculitis
- GCA
- Cryoglobulinemic vasculitis

Inflammatory arthritis

Skin diseases

N= 2503 lymphomas / 5 ans
N=108 avec MAI

CLL(n=46) B-HNL(n=31) T-HNL(n=11) DLBCLn=12) HL(n=8) Total (n=108)
5

36 (78.3%) 23 (74.2%) 7 (63,6%) 6 (50%) (62.5%) 77 (71,3%)
26 15 6 4 ;1 ° 55
10 6 1 2 ] 20
0 2 0 0 0 2
2 (4,3%) 3(9.7%) 3 (27.3%) 1(83%)  2(25%) 11 (10,2%)
1 1 3 1 1 7
1 2 0 0 1 4
3 (6,5%) 2 (6,5%) 0 1(8,3%) 0 6 (5,6%)
2 0 0 1 0 3
1 2 0 0 0 3
1
2 (4,3%) 1 (3,2%) 0 1(8,3%) (12,5%) 5 (4,6%)
1 (2,2%) 0 1(9.1%) 0 0 2 (1,9%)

Jachiet Leukemia 2018



VASCULARITE et LYMPHOMES Al

Angioimmunoblastic T-cell lymphoma (AITL),
18% of T-cell lymphomas cases ; 1.2% of all non-Hodgkin Lymphomas
/
ymphadenopathy, hepatosplenomegaly, fever, anemia, autoimmune
features, and polyclonal hypergammaglobulinemia

Diagnostic difficile +++ maladie Al ou autre lymphome

TFH CD3/CD4/CDI10/CXCL13

= 10/77 LAI= 12% vascularites

= +++ cutance

= Vascularite leucocytoclasique

= Vascularite avec cryoglobulinémie II

Florence Lachenal Médicine 2007



VASCULARITE et LYMPHOMES LGL

= T-LGL leukemia is based on the presence of a

= persistent population of circulating

= T-LGL (0.5 10/L)
"LGL cells = CD3+CD8+CD45RA+CD57+CD62L-

= The clonal

Clonal rearrangement of the T-cell receptor (TCR)- gene.

6/229 = 3%

= Vascularite cutanée +++ / urticarienne / histologie
leucocytoclasique

_l.-“l.]exandra Audemard, MD, Thierry Lamy, MD, PhD", Benoit Bareau, MD", Flore Sicre, MD"

Table 1 Summary of the Autoimmune Diseases and

Type of vasculitis

Bin-clinical characteristics

Histopathologe findings

Cryogicbulinemia mixed type 2 with lgM «
Cryoglobulinermia mixed type 2 with IgM «
Single organ vasoulitis

ANCA-negative micmsopic polyangiiti
Giant cell ameritis

ANCA-negative micosoopic polyangiitis
Single organ vasculites

Cryoglobulinemia

Single argan vasaulite

Cryoglobislinernia

Cryoglobulinemia mixed type 2 with ighd «

Purpura, archritis, myalgia. and preteinuria
Purpiia, podyneusstis, and

Purpura, acrosyndrome, and cachexia
Purpura, arthritis, polyneuritis

Cachexia and beadache

Purpura and polymeuritis

Purpura

Purpura, arthritis, and Kl

Purpusa

Purpusa, arhriis, and &

Purpura

Membramoproditerative ghomerslnephritis
Membranoproliierative ghamerulonephritis
Leucocytoclastic vasculitis

Leucocyteclastic vasculitis

Multinudeated giant cells

Mecrodiang vasculitis

Lichenodd vasculitis

Leucocytoclastic vasculitis
Leucocytsclastic vascualits

Leucocytnclastic vasculits and endo-capsllany

glomerulonephiitis
Leucocytoclastic vamculitis

Serologic Abnormalities In LGL Leukemia
Autolmmune Disorders Prevalence | References
Rheumatic Diseases
Rheumatoid arthritis 17%-36% 6,24
Felty’s syndrome 4% 27
Sjigren syndroms 2%-27% B.42
Systamic huypus enythematosus Rarg 43-45
Behiet disease Rare 47
Vasculitis Rare 6
Hematological Disorders
Pure red cell aplasia 5%-27% 2324
Autmdmmine neutropenia 2% 62
Immune thrembocytopsania 4% 62
Antoimmuna hemolylic anemsa 5%-0% 246273
Evans syndrome Ram [}
Endocrinopathies
Hashimobo thyroiditie 2%-3% 6273
Graves disaasa Rare 62
Cushing syndromsa Rarme 62
Autoimmuna polyandocrinopativy Rara 62
Miscellaneous
Chronic inflammalory bowel disease 28-5% 6,43
Gomerulonepdrits Rarma &
Polynauritis Ram &
Mutiple sclesosis Rara 27
Isolated Serologic Abnormalities
Rheumatoed facior 41 9%-61% 6.2462
Antiruciear antibody 5% 46% 6,23
Podycional hypergammagicbulinemiza 35%-45% 6,14
Positive diract Coomibs tast 14% 2762
Artiplateiet antbody % 2782
Anttineutrophil antibody 20r-21% 14,27 58




VASCULARITE PARANEOPLASIQUE

Age-matched controls CMML Renctive monocyios:s

Donng¢es ?ares et rétrospectives

-y o
! 1 4

Coe

= Age /sexe masculin - | ' 1 Y |
= Formes corticorésistantes / dépendantes o | i | '! |
= Type vascularite / type hémopathie-cancer ARy e

=  Formes incompletes / severes
" Hémopathies lymphomes +++> SMD-LMMC > Cancers

= / NFS +#++ / anémie inflammatoire a distance / monocytose
Lymphome avec signes B/ syndrome tumoral / +++ LAI — LGL

Difficulté de diagnostic / nécessité biopsies multiples/ analyse / marqueurs+++






Club SNFMI
Meédecine interne , hématologie et oncologie :

N MINHEMON

Manifestations auto-immunes/inflammatoires des hémopathies et cancers
Syndrome myélodysplasiques (avec P Fenaux, GFM)

- Lymphomes Hodgkin et NH (avec P Coppo)

Manifestations associées MGUS (avec O Decaux, L Garderet)
Manifestations associées aux SMP (avec JJ Kiladjian)

Manifestations associées aux cancers (avec T André)

v' Etudes collaboratives,
v Inforpnation
v Orbitopathies des gammapathies (+AL) S Abad
4 Sebastien.abad@aphp.fr
Cytopénies associées hémopathies A Mekinian / O Fain
(MDS LMMC LYMPHOMES) Arsene.mekinian@aphp.fr

Myélodysplasies chez des patients ayant

S Georgin Lavialle
une FMF Sophie.georgin@aphp.fr
rgs_lde t: Dr Arséne M?kml_an MGUS cliniquement significatifs A Fayard, L Garderet
_reSIde _d’honneur: Pr Olivier Fain Laurent.catderet REHE
ice-président : Pr Paul Coppo
Secrétaire : Dr Sophie Georgin Lavialle Identification moléculaire P Aucouturier /'Y Chantran

Willebrand-MGUS Pierre.aucouturier@inserm.fr

Vascularites associées SMD/ LMMC AL Roupie, A Mekinian, O Fain
Arsene.mekinian@aphp.fr

Maladies autoinflammatoires associées

S Georgin Lavialle
a MGUS

Alexandre Terre
Sophie.georgin@aphp.fr

Arsene Mekinian / Olivier Fain
ddecine interne, APHP Hopital Saint Antoine Paris

arsene.mekinian@aphp.fr

Dermatoses neutrophiliques sous Jean David Bouaziz

biothérapies Jeandavid.bouaziz@aphp.fr
Fasciite Shulman avec hémopathie




Traitement des vascularites SMD/LMMC

Vascularite systémique

ANCA négative Vascularite cutanée
l / leucocytoclasique Vascularite ANCA
P AN

Prednisone
1 mg/kg/jour
FFS ) Y A/

. Selon FFS / GPA
Prednisone

AGC . Prednisone 1 mg/kg/jour
rednisone 0.5-1 mg/kg/jour +Rituximab ?

0.7-1 mg/kg/jour
WA |
!
v Echec

v Corticodépendance > 10 mg/jour
v Rechutes

}

v Selon indication SMD : azacytidine / allogreffe / 1énalidomide ?
v’ Biothérapies ?




Malignancies, n

SIR (95% CI)

P

All malignancies®

NMSC

NMSC
By malignancy type

Lung carcinoma

Bladder carcinoma

Melanoma

Giastric carcinoma
Rectal carcinoma
Renal cell carcinoma
Uterine carcinoma

16

All malignancies excluding

=] W2

(1,96 (0.55-1.57)

0,70 (0.32-1.34)
1.83 (0.73=-3.78)

3.0 (0.38-11.21)
347(042-12.55)
1.95 (0.05-1084)
2.37(0.06-13.20)
1.64 (0.04-9_13)
2.36 (0.06-13.13)
4.14 (0.10-23 09)

100

.36
0.19

027
023
.50
.64
091
0.35
043

Tatsis., ef af 199912

ankhurst, ef af 2004"

Faurschou, er af 2000

Van Daalen, e af

Cohort

Controls

n{%)

(n})

Study period
Study area

Main results

JOE0 1993
Germany

477 patients with GPA

479 patients with RA (unmatched)

OR for all malignancies:

1.79 (95% CI: 0.92-3.48).

OR for simultineous occumence
of GPA and malignancy: 18,00
(955 CE 2301400670, OR for

renal cell carcinoma: 8.73
(955 CE 104-73.69)

23048

Specific malignancies

Patients with preceding malignancy.

Renal cell carcmonia {T)
Bladder carcinoma (1)

19822002

United Kingdom

T8 patients with GPA and
patienis with 122 MPA

129 patients with HSP (unmatched).
333 patients with SLE (unmatched),
and incidence rates from the general
population {matched for sex and age)
RER (compared 1o HSP): (L85 (95%
ClL 00691 05). RE (compared to
SLEk 031 (95% CL 0.14-0.7)

RR {compared to the general
population): 602 (95% CI:
3.72-9.74)

204 10.0)

Renal cell carcanoma (1)

NMSC (1)

[T 31999
Drenmuark
293 patients with GPA

2930 controls from the
general population
fmatched for sex and year
of hirth)

OR for all malignancies:
|4 (95% CI: 0.9-2.2).

O for testrcular carcinoamza:

6.4 (95% CL: 1.1- 38).
OR for NMSC ocourring
< 2 years before GPA:
40095% CL: 14-12)

26(8.9)

Renal cell carcimomue (2)
Bladder carcinoma (1)
NMSC (Th

Testicular carcinomu { 2}

19892015

the Netherkinds

203 potients with AAV:

1 200 patients with GPA and
62 puitients with MPA
Incidence rtes from the
general population (matched
for sex. age, and time period)

SIK for all malignancies: (096
(95% CIL: 0.55-1.57). SIR for
NMSC occurming < 2 years
before AAV: 2.1 (95% CL:
0.25-7.60). RR for GPA
feompared o MPA):

186 {0.55-8.03)

|18 {8.5)
Renal cell carcomoma (1)

Bladder carcinons (2)
NMSC(T)

Emma E. van Daalen J Rheum 2017



