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Nieuwe behandelingen 
voor 

non-Hodgkin lymfomen
Focus op immuuntherapie 



Klinische presentatie

• Pijnloze klierzwellingen (nodale aantasting)

• Extranodale aantasting

– Alle organen

• B-symptomen

– Koorts (onverklaard, > 38°C)

– Nachtzweten

– Gewichtsverlies (niet-intentioneel, > 10% lichaamsgewicht 
in laatste 6 maand)

• Vermoeidheid

Armitage JO, et al. Lancet 2017;390:298-310
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Biochemische presentatie

• CRP

• LDH

• Lymfocytose

• Cytopenie

• Immuun-gemedieerde complicaties
– ITP

– AIHA

• Spontane tumor lysis (zeer agressieve lymfomen)
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• Diagnose: excisiebiopsie

Diagnose



• Pathologie:

– Morfologie

– Immunohistochemie

– Moleculaire/genetische analyses

Diagnose

CD20 Bcl-2



• Staging:

– Beeldvorming

• CT scan

• PET/CT scan

– Beenmergonderzoek

– CZS evaluatie (MRI, lumbaalvocht)

Staging



Stage I Involvement of one lymph node station or one lymphocytic structure (spleen, thymus or 
Waldeyer’s ring,

Stage II Involvement of at least two lymph node stations at one side of the diaphragm.

Stage III Involvement of lymph nodes at both sides of the diaphragm.

Stage IV   Visceral involvement (bone, liver, …) or bone marrow invasion. 
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A: geen B-
symptomen
B: B-symptomen 

Ann Arbor staging
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Hodgkin lymphoma (HL) Non-Hodgkin lymphoma (NHL)

Classical HL

Non-classical HL

(B-cell origin)

B-cell NHL

T-cell NHL

NK-cell NHL

10%

10%

80%

Classificatie



Gifford GK, et al. Pathology 2016;48:5-16
Swerdlow SH, et al. IARC Press: Lyon 2017
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Heel agressief Agressief Indolent

Dagen-weken Weken-maanden Maanden-jaren

Intensive 
immunochemotherapie (bv, 

Rituximab + 
Hoelzerprotocol)

Immunochemotherapie
(bv. R-CHOP)

Immunochemotherapie (bv. 
R-CVP of R-benda)
Immunotherapie (bv. 

rituximab)
Gerichte therapie (bv. 

ibrutinib)

Curatief (tot > 90%) Curatief (tot 70%) Niet-curatief

Burkitt NHL DLBCL
T-cel NHL

Mantelcel lymfoom

CLL/SLL
Folliculair lymfoom

Ziekte vanWaldenström
Marginale zone lymfoom

Hairy cell leukemie

NHL



Very aggressive B-cell lymphoma (BL)
?

Ja

Ja

NHL



“Hallmarks of cancer”

Hanahan D, Weinberg RA. Cell 2000;100:57-70

Hanahan D , Weinberg RA. Cell 2011;144:646-74



Nieuwe therapieën werken in op deze 
“hallmarks”

• Ibrutinib

• Venetoclax

• Immuuntherapie

NHL



Pal Singh S, et al. Mol Cancer 2018:17:57

Ibrutinib



Ibrutinib

Rickert RC. Nat Rev Immunol 2013;13:578-91
Pal Singh S, et al. Mol Cancer 2018:17:57



Pal Singh S, et al. Mol Cancer 2018:17:57
Da Cunha-Bang C, Niemann CU. Drugs 2018;78:1653-63
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Hanahan D, Weinberg RA. Cell 2000;100:57-70

Hanahan D, Weinberg RA. Cell 2011;144:646-74

“Hallmarks of cancer”



Yalniz FF, Wierda WG. Drugs 2019;79:1297-304

Venetoclax



Suvarna V, et al. Eur J Pharmacol 2019;862:172655
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Hanahan D, Weinberg RA. Cell 2011;144:646-74
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Pizzi M, et al. Leukemia 2016;30:1805-15

Immuuntherapie



Pitt JM, et al. Ann Oncol 2016;27:1482-92
Iorgulescu JB, et al. Genome Med 2018;10:87

Immuuntherapie



Behandeling kanker

Chemotherapie/
gerichte therapie

Bestraling

Heelkunde Immuno-Oncologie



Dranoff G. Nat Rev Cancer 2004;4:11-22

Aspecifieke/natuurlijke/
aangeboren immuniteit

Specifieke/verworven/
adaptieve immuniteit

Het immuun systeem
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– Geheugen

– Humorale immuniteit:

B-lymfocyten

Plasmacellen

Antilichamen

– Cellulaire immuniteit:

T-lymfocyten

verworven immuniteit

Het immuun systeem



Scott DW, Gascoyne RD. Nat Rev Cancer 2014;14:517-34
De Silva NS, Klein U. Nat Rev Immunol 2015;15:137-48

B-lymfocyten



Gelfand EW. N Engl J Med 2012;367:2015-25
Reis ES, et al. Nat Rev Immunol 2018;18:5-18

B-lymfocyten



Germain RN. Nat Rev Immunol 2002;2:309-22

T-lymfocyten



CD8+ TC CD4+ TH

Trapani JA & Smyth MJ. Nat Rev Immunol 2002;2:735-47
Swain SL, et al. Nat Rev Immunol 2012;12:136-48

Sharma P, Allison JP. Science 2015;348:56-61

T-lymfocyten


