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Marginal zone lymphoma: epidemiology

Smith et al. BJC 2015



MZL pathogenesis

Laurent C et al. Blood 2025



MZL - baseline investigations

• full blood count
• peripheral blood flow cytometric immunophenotyping (SMZL and NMZL)
• renal and liver function tests, LDH, beta-2-microglobulin, protein electrophoresis 
• viral serology (HCV, HBV and HIV) 
• computed tomography (CT) scan of the neck, thorax, abdomen, and pelvis
• PET-CT scan recommended when localized treatment is planned or to guide biopsy if the 

histological transformation is suspected but current expert consensus supports its use for 
initial staging

• assessment for associated autoimmune phenomena
- If suspected hemolysis: DAT, reticulocyte count, LDH and haptoglobin levels and (in selected 
cases) cold agglutinins screen
- If suspected angioedema: measurement of C1 esterase inhibitor levels, assessment for anti–

C1 esterase inhibitor antibodies, C3, C4 and C1q dosage 
- If suspected cryoglobulinaemia or in HCV-positive patients: cryoglobulin quantification and 

complement levels 

EHA guidelines in preparation 



Selected patients

Bone marrow aspirate (including flow 

cytometry), and trephine biopsy

*All patients with SMZL

*Cases of associated cytopenias, and confirmation of early 

stage disease in non-gastric EMZL/MALT and NMZL

Site Test Notes

Gastro-intestinal sites

Stomach *EGD

*Endoscopic US

*Helicobacter pylori 

investigations

*FISH or PCR for 

t(11;18)(q21;q21)

Mandatory

Optional

Mandatory

Optional 

Small intestine (IPSID) Campylobacter jejuni

(PCR or ICH/ISH)

Optional (depending on regional epidemiology)

Colon *Colonoscopy

*EGD

Mandatory

Recommended
EHA guidelines in preparation 

MZL - baseline investigations



Selected patients

Ocular adnexa *CT scan or MRI of orbits

*Ophtalmology examination

*PCR for Chlamydia psittaci on tumour biopsy, peripheral blood 

mononuclear cells, conjunctival swab

*Autoimmune investigations for Sjögren syndrome (anti-SSA and 

antiSSB antibodies),

Mandatory

Mandatory

Optional (regional epidemiology)

Recommended

Salivary glands *CT scan or MRI or US

*Autoimmune investigations for Sjögren syndrome (anti-SSA and 

antiSSB antibodies)

Mandatory

Recommended

Lung *Bronchoscopy and bronchoalveolar lavage

*EGD 

Mandatory

Recommended 

Breast * bilateral MRI or CT scan

*bilateral ultrasound

Mandatory

Recommended

Thyroid *Thyroid US or CT scan of the neck

*Thyroid function tests 

*Autoimmune investigations for Hashimoto

Mandatory

Mandatory

Recommended

Skin *PCR tumor biopsy for Borrelia Burgdorferi Optional (regional epidemiology)
EHA guidelines in preparation 



Primary gastric EMZL



EHA guidelines in preparation 

Primary gastric EMZL



EMZL MALT-IPI  [Thieblemont C. Blood 2017]
Risk factors Score Risk groups Number of risk factors

Age > 70 1 Low 0

LDH > UNL 1 Intermediate 1

Ann Arbor III-IV stage 1 High ≥ 2

Revised MALT-IPI [Alderuccio JP. Am J Hematol 2022]
Risk factors Score Risk groups Number of risk factors

Age > 60 1 Low 0

LDH > UNL 1 Low-medium 1

Ann Arbor III-IV stage 1 Medium-high 2

Presence of MMS 2 High 3+

SMZL Splenic IPI [Arcaini L. Blood 2006]
Risk factors Score Risk groups Number of risk factors

LDH > UNL 1 Low 0

Hb < 12 gr/dl 1 Intermediate 1

Albumin < 3.5 gr/dl 1 High 2+

MZL MZL-IPI [Arcaini L. EClinicalMedicine 2024]
Risk factors Score Risk groups Number of risk factors

LDH > UNL 1 Low 0

Hb < 12 gr/dl 1 Intermediate 1-2

ALC < 1 x 109/L 1 High 3+

PLT <100 × 109/L 1

MZL - Risk definition
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ESMO Clinical Practice Guidelines, 2025

Localized EMZL
First line therapy



Most gastric MZL regress after H. pylori eradication

Reference n CR rate 

(%)

Time to CR 

(mos.)

Relapses 

(n)

Savio, 1996 12 84 2-4 0

Pinotti, 1997 45 67 3-18 2

Neubauer, 1997 50 80 1-9 5

Nobre Leitao, 1998 17 100 1-12 1

Steinbach, 1999 23 56 3-45 0

Montalban, 2001 19 95 2-19 0

Ruskone-Formestraux, 2001 24 79 2-18 2

Hancock, 2009 231 46 3-24 17

Zullo, 2010  (meta-analysis) 1408 77.5 5 (median) 72/994

mod. From Bertoni & Zucca, Lymphomas: Essentials for Clinicians 2015: 55-60 



I line treatment in localized CP+ OA EMZL
doxycycline 100 mg x2/die, 4 weeks, 4 weeks rest – total 3 cycles (6 months)

I line treatment in localized CP- or doxy resistant OA EMZL
ISRT: 4 Gy in 2 fractions or 24 Gy in 12 fractions

  

The case of localized ocular adnexa EMZL



Ocular adnexa EMZL



RT in Early-Stage MALT Lymphoma 

Teckie S, et al. Int J Radiation Oncol Biol Phys 2015

Teckie S, et al. Ann Oncol 2017

RT dose

  30 Gy.    65%

<30 Gy,    17%

>30 Gy,    15%

Unknown,  3%





ESMO Clinical Practice Guidelines, 2025

ADVANCED STAGE EMZL
First line treatment



Rituximab + chlorambucil
IELSG19 phase III randomized study (EZML)



Salar A, et al. Blood 2017 

7-yr PFS: 92.8% (95%CI, 81.9-97.2) 7-yr EFS: 87.7% (95% CI,76.0-94.0) 

MALT-2008-01 GELTAMO phase-2 study 
R-Bendamustine as 1st-line response-adapted therapy



NODAL MARGINAL ZONE LYMHPOMA

ESMO Clinical Practice Guidelines, 2025
Alderuccio JP, Noy A. Blood, 2026

Treatment of NMZL should broadly follow the principles applied for FL. 

For patients with asymptomatic NMZL, a watchand-wait strategy is recommended. 

FIRST-LINE THERAPY
• Localized stages:
→ Involved-site radiotherapy (ISRT) 24 Gy
→ A dose of 4 Gy may be considered in the 
palliative setting



ESMO Clinical Practice Guidelines, 2025
Alderuccio JP, Noy A. Blood, 2026

NODAL MARGINAL ZONE LYMHPOMA

FIRST-LINE THERAPY
• Advanced stages:
→ R-bendamustine
→ R-CVP
→ R-chlorambucil in unfit/frail patients
→ Single-agent rituximab in frail patients



HCV positive patients: HCV eradication with DAA therapy

HCV-positive MARGINAL ZONE LYMPHOMA

FIL-BArT study: 40 pts indolent LNH



SPLENIC MARGINAL ZONE LYMPHOMA

ESMO Clinical Practice Guidelines, 2025

HCV-negative or HCV-positive without response to antiviral therapy

Asymptomatic patient:
   → Watch and wait



Florindez JA, Cancer 2020

Initial management of SMZL does not affect survival



Splenic MZL outcome after first-line splenectomy

Pata et al. International Journal of Surgery 2016



First-line splenectomy for splenic MZL

Pata et al. Leuk Lymphoma 2015



IELSG36 (BRISMA) Phase II trial of Bendamustine 
and Rituximab as 1st line therapy for SMZL

N evaluable, 56

35% high risk HPLL 

ORR, 91%
CR, 73% 
3-yr PFS:  90% (95% CI: 77–96) 
3-yr EFS: 80% (95% CI, 65–89) 

SAE: 25%
G≥3 toxicity, 68%
(mainly haematological;
severe neutropenia, 43%)

Iannitto  et al. Br J Haematol. 2018;183:755-765.



Rituximab monotherapy in SMZL: 
prolonged responses and potential benefit from maintenance

Kalpadakis C, et al.  Blood 2018 Epub

• ORR 92%

• CR 48%

• 3-y PFS 73%



Novel agents approved for MZL



BTK inhibitor in R/R MZL: summary of phase II trials

Agent Pts nr

Median 
age 

(years)

Median 
prior lines 

(range) ORR
AEs-rel

Stop 
(%)

PFS
Median FU 
(months)

ibrutinib 63 66 (30-92) 2 (1-9) 48% (95%CI, 35-62) 17 Median 14.2 mos 19.4

acalabrutinib 43 69 (42–84) 1 (1–4) 52.5% (95%CI, 36–68) 7 Median 27.4 mos 13.3

zanubrutinib 68 70 (37-95) 2 (1-6) 68% (95% CI, 56–79) 7.4 2-ys: 71% 27.4

orelabrutinib 90 62 (23-77) 1 (1-3) 58.9% (95% CI, 48–69) 6.3 2-ys: 75.8% 24.3



MAGNOLIA phase II trial: ZANUBRUTINIB

Zanubrutinib 320 mg orally
until progression/unacceptable toxicity

Safety profile: 
- Atrial fibrillation/flutter: 2.9%
- Hypertension: 4.4%
- Neutropenia G ≥3: 11.8%

Opat S et al., Blood Adv 2023





Grazie per l’attenzione!
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