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Sjögren and lymphoma

 Risk of lymphoma: x 10-15
 5% of patients with SS will develop lymphoma

 Marginal zone histology and high rate of mucosal localizations
  MALT histology 
 Possibility of DLBCL (transformation of marginal zone 

lymphomas ?)

 Most frequently in salivary glands: the targets of autoimmunity

 Escape of autoimmune B cells



Moving to Scolyss – NECESSITY Project
Score of Lymphoma risk in Sjogren disease

• Parotid swelling 

• Splenomegaly or 
adenopathy 

• Purpura 

• Lymphopenia < 1000 (or 
500) 

• Monoclonal component 
component in the blood or 
urine 

• Low C4 level 

• Rheumatoid factor 

• To define thresholds 
of risk

• To describe the 
evolution of this score 
over time according to 
treatments received 
by the patients

Nocturne G, Mariette X. Br J Haematol. 2015



Chronic stimulation of autoimmune B 
cells: Why ?

• The role of immune complexes

• The role of BAFF

• The role of abnormalities of TNFAIP3/A20 or other genes 
controlling NF-kB activation



Le personnage central de l’intrigue



RF and lymphoma in pSS

• RF activity of membrane Ig in 2 cases of lymphoma complicating
Sjögren’s syndrome

• Homology of BCR from salivary MALT lymphoma with RF

Martin, Arthritis Rheum 2000, 43, 908

Bende et al. J Exp Med 2005





• Extensive analyses of the B cell Ig VH 
region repertoire on microdissected labial 
salivary glands from 3 patients with SS

• Among the identified 464 distinct Ig 
clonotypes, only 3 stereotypic RF–
expressing clones

• One patient developed lymphoma 2 years 
later: The lymphoma B-cell clone was one 
of the 3 RF clones.

•  RF clones are rare among the salivary 
infiltrate but are more prone to transform 
into lymphoma

•  strong selection advantage of RF–
expressing B cells

Bende et al. Arthritis Rheumatol 2015
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Rôle de certains sous types de RF? 

• Collaboration with the group of T Gordon
• Molecular profiling of secreted RF

• 11 cases and 12 controls

Nocturne and Mariette, Unpublished data



Rôle de certains sous types de RF? 

• Collaboration with the group of T Gordon
• Molecular profiling of secreted RF

• 11 cases and 12 controls

N
um

be
ro

f I
gV

su
bf

am
ili

es

Proportion of V1-69 among subfamilies

Other subfamilies

Nocturne and Mariette, Unpublished data



BTK Overexpression Is Associated with the Risk of 
Lymphoma in Primary Sjögren’s Syndrome:
Data from ASSESS

Duret PM et al, A&R 2023



Chronic stimulation of autoimmune B 
cells: Why ?

• The role of immune complexes

• The role of BAFF

• The role of abnormalities of TNFAIP3/A20 or other genes 
controlling NF-kB activation



BAFF-var

Steri et al. NEJM 2017

Dulin M et al., ACR meeting 2022

pSS
Paris 

Saclay
cohort

Controls
EFS

p

37/408 
(9%)

20/399 
(5%)

P=0.02



Chronic stimulation of autoimmune B cells: Why ?

• The role of immune complexes

• The role of BAFF

• The role of abnormalities of TNFAIP3/A20 or other genes 
controlling NF-kB activation



The role of genetic change in MALT

• Somatic mutations are infrequent in salivary gland MALT 
lymphoma

• Could the genes somatically impaired in MALT lymphoma be 
enriched in germinal variants in pSS patients?



Activation de la voie NF-KB

 Data WES
 41 pSS + lymphoma patients

 46 pSS without lymphoma patients

Nocturne and Mariette, Unpublished data

*



Nocturne G, et al. Rheumatology; 2019



In clinical practice? 

• Warning:
• Fixed parotidomegaly

• Cryo/RF

• monoclonal gammapathy/hypogamma

• Explorations:
• MSGB

• PET-TDM



Contribution of MSGB to diagnosing pSS 
associated lymphoma

• 21 pSS patients + lymphoma and available 
MSGB at time of lymphoma diagnosis
• 13 (54.2%) histology of lymphoma on MSGB

• MSGB: only site enabling NHL diagnosis in 
10/13 (76.9%) patients

 Interest of obtaining MSGB at pSS 
diagnosis and during the follow-up when 
NHL is suspected ++

Parreau et al, Rhaumatology 2022



Traitement? 



Rituximab seul ?



Impact of lymphoma treatment strategy on hematologic 
response and autoimmune disease activity in Sjogren

patients developing lymphoma

• 106 pSS patients with lymphoma
82 MZ  68 MALT

• ESSDAI at lymphoma diagnosis:
22 and 10 when excluding lymphoma

• Treatment strategy
• Wait and see in 23%

• Local therapy in 17%

• Systemic therapy in 60%

• Treating or not:
• No impact on OS and lymphoma PFS

Rocca et al. EULAR 2023



Probability of Sjögren relapse or death according to initial 
treatment status , before and after propensity score 
adjustment

Protective for pSS relapse: HR 0.4 
[0.17-0.95], p = 0.038

Rocca et al. EULAR 2023



En résumé

• Lymphome: partie immergée de l iceberg de l hyper-
activation au cours du pSS

• Recherche translationnelle:
• Comprendre le continuum entre auto-immunité et lymphome

• Recherche clinique
• Workflow

• Définir la stratégie thérapeutique
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