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Discussion plan
• LPL (& Waldenström macroglobulinemia)

– Why is this such a problematic diagnosis?
– The 2008 WHO approach

• Nodal marginal zone lymphoma
– Clinicopathologic features of classic nodal 

MZL
– Some newly emphasized subsets of this rare 

and somewhat heterogeneous lymphoma
• Small B-cell splenic lymphomas

– SMZL – review with what’s new.
– Splenic B-cell lymphoma/leukaemia, 

unclassifiable
• Splenic diffuse red pulp small B-cell 

lymphoma
• Hairy cell leukemia-variant



LPL - not a new entity
Lukes/Collins classification

• Small lymphocyte (CLL)
• Plasmacytoid lymphocyte
• Follicular center cell types 

– Small cleaved
– Large cleaved
– Small noncleaved
– Large noncleaved

• Immunoblastic lymphoma



Basic description of LPL as originally 
defined

• Lennert in collaboration with Stein, Mohri, 
Kaiserling & Müller-Hermelink (1978):
– ML “composed predominantly of 

lymphocytes, but containing also 
plasmacytoid or typical plasma cells as 
essential components.  It shows a diffuse 
growth pattern.”

– ± paraprotein (IgM>IgG>IgA)
– ± leukemic

1983



So, why has making this diagnosis 
gotten so complicated?

• Many small B-cell lymphomas can have 
plasmacytic differentiation – LPL is a 
diagnosis made only after excluding all 
these other entities
– Marginal zone lymphomas (nodal, 

extranodal/MALT, splenic)
– CLL/SLL
– Follicular lymphomas
– Mantle cell lymphomas (very rare)

• Some cases have a moderate number of 
large transformed cells (ddx DLBCL)



Additional issues
• Neither the neoplastic lymphocytes nor 

the plasma cells have any specific 
distinctive features such as a 
chromosomal translocation or unique 
phenotype.

• Confusion with Waldenström 
Macroglobulinemia

• Lymphoplasmacytic proliferations can be 
associated with HCV infection, and even 
if monoclonal, may not behave like a 
neoplasm (but cases of LPL can be 
associated with HCV).



So, what is the 2008 WHO 
approach?

• Basic definition remains similar to that from 
2001

• LPL is a neoplasm of small B lymphocytes, 
plasmacytoid lymphocytes, and plasma 
cells, usually involving bone marrow and 
sometimes lymph nodes and spleen, which 
does not fulfill the criteria for any of the 
other small B-cell lymphoid neoplasms that 
may also have plasmacytic differentiation.

• Although often associated with a 
paraprotein usually of IgM type, it is not 
required for the diagnosis.



New 2008 WHO more explicitly 
recognizes inability to make an 

absolutely definitive diagnosis in 
some cases

• “Because the distinction between LPL and 
one of these other lymphomas, especially 
some marginal zone lymphomas (MZL), is 
not always clear-cut, some cases may 
need to be diagnosed as a small B-cell 
lymphoma with plasmacytic differentiation 
and a differential diagnosis provided.”



And what about Waldenström 
Macroglobulinemia?



New approach to Waldenström 
Macroglobulinemia consistent with 

that proposed by the 2nd International 
Workshop on WM (2002)

• Waldenström macroglobulinemia (WM) is 
found in a significant subset of patients 
with LPL – nothing new here.

• WM is defined as LPL with bone marrow 
involvement and an IgM monoclonal 
gammopathy of any concentration.
– IgM paraprotein without LPL is NOT WM
– Level of IgM paraprotein is irrelevant



With this approach what are we looking 
for as we try to diagnosis LPL?

• Histopathology – classic cases
• Bone marrows with intertrabecular 

infiltrate of small lymphocytes, 
plasmacytoid lymphocytes & plasma 
cells, often with Dutcher bodies (not 
specific) 

• Lymph nodes with intact sinuses and a 
lymphoplasmacytic proliferation, 
sometimes with small follicles but usually 
without large germinal centers or 
prominent follicular colonization



Bone marrow – nodular, diffuse &/or 
interstitial infiltrate, usually intertrabecular

PAS



2.3 gm IgM kappa paraprotein with 
hyperviscosity, BM involved







Cases with variant 
histopathologic appearances 

where there will be more 
questions about the real 

diagnosis.
•Vaguely nodular & 
somewhat more 
polymorphous, epithelioid 
histiocytes

•Others (more plasmacytic, 
diffuse but polymorphous, 
small foci of possible 
marginal zone cells)



Immunophenotype

• Light chain restricted lymphocytes (flow 
cytometry, PSIP only in some laboratories)
& light chain restricted plasma cells (PSIP)
– Usually IgM+ but sometimes IgG+ & rarely 

IgA+.  IgD is not found in most cases.

• CD5-, CD10-, usually CD23- (but some 
find a moderate number of positive cases), 
CD103- (often CD25+, CD38+).  Plasma 
cells are CD138+.



Cytogenetic studies

“Translocation t(9;14)(p13;q32) 
& rearrangement of the PAX-5 
gene is reported in up to 50% 
of the cases…, as well as in 
other lymphomas with 
plasmacytoid differentiation…”



2008
• PAX5 translocations are rarely if ever 

found in LPL.
• Other B-cell lymphoma-associated 

translocations NOT found (eg, CCND1, 
MALT1, BCL10, BCL2*).  *possible rare 
exceptions

• 6q21 deletions occur in up to 63% bone 
marrow based LPL/WM but we haven’t 
found them in LN-based cases
– Gene profiling studies suggest a 

homogeneous gene expression profile 
independent of 6q deletions and more 
like CLL or normal B-cells than 
myeloma.



Abnormalities associated with MZL only 
infrequently found, even if include 
cases with a “variant” morphologic 

appearance

• Trisomies 3, 18  & 12 are reported but are 
infrequent.  Trisomy 4 reported in 20% as 
well as others. 
– +3 & +18 reported in ~5 - almost 25% of other 

B-cell lymphomas.  
– +12 best known for occurring

in CLL especially “atypical”
CLL – not specific.



The bottom line The bottom line 
• LPL remains a small B-cell lymphoma 

that has plasmacytic differentiation & 
does not fulfill the criteria for any other 
B-cell lymphoma
– Best defined cases with bone 

marrow involvement ± adenopathy 
composed of monotonous 
lymphoplasmacytic infiltrate & with 
IgM paraprotein (Waldenström 
macroglobulinemia) – still can be 
fooled here.  >50% del 6q (not 
specific)



Other things to rememberOther things to remember
• Less well defined cases of “LPL” with 

more polymorphous cell populations, or 
cells or growth patterns that might 
suggest one of the marginal zone 
lymphomas (that share a similar 
phenotype) – in some of these cases 
may need to diagnose “small B-cell 
lymphoma with plasmacytic 
differentiation” and give a differential 
diagnosis – OK with the new WHO

• Not every case with IgM paraprotein is 
WM any more and not all cases of LPL 
are associated with an IgM paraprotein.



Clinical featuresClinical features

• Indolent lymphoma.
• May be associated with 

cryoglobulinemia & hyperviscosity 
problems (if IgM paraprotein).

• Cases with more numerous large cells 
may be more aggressive.





Nodal marginal zone lymphoma Nodal marginal zone lymphoma 
–– a rare & heterogeneous entitya rare & heterogeneous entity
•• Note Note –– BB--cell has been dropped from the cell has been dropped from the 

name as there are no marginal zone Tname as there are no marginal zone T--cell cell 
lymphomas!lymphomas!

•• Expert pathologist agreement with Expert pathologist agreement with 
consensus diagnosis in NHL classification consensus diagnosis in NHL classification 
project study was 63%.project study was 63%.

•• Considered indolent, 5 year OS 55 Considered indolent, 5 year OS 55 -- 85%, 5 85%, 5 
year FFS 22year FFS 22--29%.29%.
•• Some series have many Some series have many rxrx’’dd with CHOP!with CHOP!

•• Stage III/IV: 41Stage III/IV: 41--88%88%



HistopathologyHistopathology



GCGC





Histopathologic issuesHistopathologic issues
•• Prominent monocytoid cells not always (or often not) Prominent monocytoid cells not always (or often not) 

present, complicating definitive diagnosis.present, complicating definitive diagnosis.
•• Follicular colonization seen & it may be impossible to Follicular colonization seen & it may be impossible to 

determine if residual GC are colonized by determine if residual GC are colonized by 
transformed neoplastic cells or reactive.  Dontransformed neoplastic cells or reactive.  Don’’t t 
overdiagnoseoverdiagnose transformation.transformation.

•• Variable numbers of large transformed cells Variable numbers of large transformed cells 
described without clearcut criteria for transformation described without clearcut criteria for transformation 
–– WHO doesnWHO doesn’’t accept sheets of transformed cellst accept sheets of transformed cells
•• Focal Focal �� in large cells in 25%; Large cells >20% of in large cells in 25%; Large cells >20% of 

tumor cells in 57% of cases; >50% large cells in tumor cells in 57% of cases; >50% large cells in 
half of caseshalf of cases

•• Plasmacytic differentiation may be present (21Plasmacytic differentiation may be present (21--44%).  44%).  
Distinction from  lymphoplasmacytic lymphoma Distinction from  lymphoplasmacytic lymphoma 
sometimes problematic.sometimes problematic.



Ancillary studiesAncillary studies
•• Phenotypically not distinguishable from other Phenotypically not distinguishable from other 

marginal zone lymphomas (marginal zone lymphomas (MclMcl B, CD5B, CD5--, , 
CD10CD10--, cyclin D1, cyclin D1--) except no nuclear BCL10. ) except no nuclear BCL10. 

•• No consistent cytogenetic abnormalitiesNo consistent cytogenetic abnormalities
•• Do not have t(11;18).Do not have t(11;18).
•• Some have trisomies similar to MALT Some have trisomies similar to MALT 

lymphomas (+3, +18) or 3q27 translocation.lymphomas (+3, +18) or 3q27 translocation.
•• Heterogeneous regarding IgD (splenic type), Heterogeneous regarding IgD (splenic type), 

CD43 (~50%), IRF4/MUMCD43 (~50%), IRF4/MUM--1, CD38.1, CD38.
•• Like CLL/SLL & SMZL, Like CLL/SLL & SMZL, IGH@IGH@ genes may be genes may be 

mutated mutated (with or without ongoing mutations)(with or without ongoing mutations)
or, much less commonly or, much less commonly unmutatedunmutated..



CD20CD20 CD3CD3

CD10CD10 BclBcl --22



““ Some cases mimic splenic MZLSome cases mimic splenic MZL …”…”

•• Primary nodal marginal zone lymphomas of Primary nodal marginal zone lymphomas of 
splenic type (AJSP 23:59, 1999) splenic type (AJSP 23:59, 1999) ––
Polymorphic proliferation around and Polymorphic proliferation around and 
infiltrating germinal centers without a wellinfiltrating germinal centers without a well--
defined mantle zone creating a defined mantle zone creating a 
nodular/vaguely nodular appearance nodular/vaguely nodular appearance –– like like 
nodes involved by SMZLnodes involved by SMZL
•• Some cases Some cases –– proliferation proliferation 

within an attenuated mantlewithin an attenuated mantle
zonezone

•• IgD+ (vs IgDIgD+ (vs IgD-- ““MALTMALT--typetype””))

IgDIgD





IgDIgD BclBcl --66

BclBcl --22



Pediatric Pediatric nMZLnMZL
•• Considered distinctive Considered distinctive 

in new WHOin new WHO
•• Clinically Clinically –– M>>>F, M>>>F, 

most localized (~90% most localized (~90% 
stage I), mostly head & stage I), mostly head & 
neck LNneck LN

•• Morphologically Morphologically –– like like 
adults but often PTGCadults but often PTGC--
like appearancelike appearance

•• Prognosis Prognosis –– excellent excellent 
with very low relapse with very low relapse 
rate & long survival rate & long survival 
after conservative after conservative 
therapytherapy

IgDIgD



Differential diagnosisDifferential diagnosis
•• BenignBenign

•• Cases with prominent monocytoid BCases with prominent monocytoid B--
cells such as Toxo or CMV.cells such as Toxo or CMV.

•• Atypical marginal zone hyperplasia with Atypical marginal zone hyperplasia with 
monotypic Ig but monotypic Ig but pclpcl molecular studies molecular studies 
(best described in tonsils & appendix (best described in tonsils & appendix 
from children)from children)

•• NeoplasticNeoplastic
•• NonNon--nodal MZL in lymph nodesnodal MZL in lymph nodes
•• Other small BOther small B--cell lymphomas with some or cell lymphomas with some or 

numerous monocytoidnumerous monocytoid--appearing cells appearing cells 
(CLL/SLL, MCL, FL)(CLL/SLL, MCL, FL)

•• LPL (if plasmacytic differentiation)LPL (if plasmacytic differentiation)
•• TT--cell lymphomascell lymphomas





Splenic marginal zone Splenic marginal zone 
lymphoma lymphoma –– WHO definitionWHO definition

•• BB--cell neoplasm composed of small cell neoplasm composed of small 
lymphocytes which surround and replace lymphocytes which surround and replace 
the splenic white pulp germinal centers, the splenic white pulp germinal centers, 
efface the follicle mantle and merge with efface the follicle mantle and merge with 
a peripheral (marginal) zone of larger a peripheral (marginal) zone of larger 
cells including scattered transformed cells including scattered transformed 
cells; both small and larger cells infiltrate cells; both small and larger cells infiltrate 
the red pulp.the red pulp.

•• Splenic hilar lymph nodes and bone Splenic hilar lymph nodes and bone 
marrow often involvedmarrow often involved

•• May have PB involvement with villous May have PB involvement with villous 
lymphocyteslymphocytes



SMZL SMZL –– clinical featuresclinical features

•• Indolent lymphomaIndolent lymphoma
•• Splenectomy not curative but can Splenectomy not curative but can 

be associated with hematologic be associated with hematologic 
responses and longresponses and long--term survival.term survival.

•• Some cases associated with Some cases associated with 
hepatitis C virus infection, those hepatitis C virus infection, those 
may respond to antimay respond to anti--viral agents.viral agents.

•• Some cases transform to DLBCL Some cases transform to DLBCL 
and other more aggressive cases and other more aggressive cases 
have increased large cells.have increased large cells.



Classic caseClassic case

IgD



LN & BM involvementLN & BM involvement
•• Splenic hilar lymph nodes typically show Splenic hilar lymph nodes typically show 

involvement by a vaguely follicular involvement by a vaguely follicular 
proliferation without the type of zonation proliferation without the type of zonation 
seen in the spleen.seen in the spleen.

•• BM involvement BM involvement –– nodular and interstitial nodular and interstitial 
with characteristic but not specific with characteristic but not specific 
intrasinus involvement (best seen with a intrasinus involvement (best seen with a 
CD20 stain).  May have GC in nodules.CD20 stain).  May have GC in nodules.

CD20CD20



ImmunphenotypicImmunphenotypic studiesstudies
•• PanPan--BB--cell marker positivecell marker positive
•• IgM and usually IgD+, light chain restrictedIgM and usually IgD+, light chain restricted
•• CD5CD5--, CD10, CD10--, CD23, CD23--, CD43, CD43--, Annexin A1, Annexin A1--

(some exceptions to classic phenotype)(some exceptions to classic phenotype)
•• CD103 usually but not always negative.CD103 usually but not always negative.
•• Cyclin D1 expected to be negative.Cyclin D1 expected to be negative.
•• So, not a very specific phenotype. So, not a very specific phenotype. 

•• IgD+ is stressed but not specific and not IgD+ is stressed but not specific and not 
always present, CD43always present, CD43-- is also unlike a is also unlike a 
moderate number of other small Bmoderate number of other small B--cell cell 
lymphomas but other MZL also often negative.lymphomas but other MZL also often negative.



Cytogenetic findingsCytogenetic findings
•• Deletion 7q31Deletion 7q31--32 in up to 32 in up to 

40% of cases (may be 40% of cases (may be 
more aggressive) but with more aggressive) but with 
FISH studies lower FISH studies lower 
proportion & not specific.proportion & not specific.

•• Variable proportion +3, Variable proportion +3, 
+18, occasional 7q21/+18, occasional 7q21/
CDK6CDK6 translocations (unique translocations (unique 
subset?), NOT subset?), NOT BCL2, CCND1 BCL2, CCND1 
or or MALT1MALT1 translocations.translocations.

Normal (2R, 2G)

del7q (1R, 2G)



Immunoglobulin genesImmunoglobulin genes

•• Clonally rearrangedClonally rearranged

•• Mutated or Mutated or unmutatedunmutated IGIG genesgenes
•• Some biased Some biased IGHVIGHV gene usagegene usage

•• UnmutatedUnmutated cases may be more cases may be more 
aggressive. aggressive. 



Exclude the other wellExclude the other well --defined defined 
small Bsmall B --cell lymphomas that cell lymphomas that 
can mimic SMZL with paler can mimic SMZL with paler 
cells in the marginal zonescells in the marginal zones

•• CLL/SLLCLL/SLL

•• Follicular lymphomaFollicular lymphoma

•• Mantle cell lymphomaMantle cell lymphoma

•• Other types of marginal Other types of marginal 
zone lymphomaszone lymphomas

•• Lymphoplasmacytic Lymphoplasmacytic 
lymphomalymphoma



With many cases not having a With many cases not having a 
very specific very specific 

phenotypic/cytogenetic profile & phenotypic/cytogenetic profile & 
oftentimes mostly helping to oftentimes mostly helping to 

exclude some of the other wellexclude some of the other well --
defined other small Bdefined other small B --cell cell 

lymphomas, how much lymphomas, how much 
morphologic variation does the morphologic variation does the 

WHO allow in SMZL?WHO allow in SMZL?



Some cases have Some cases have 
mostly or exclusively mostly or exclusively 

monophasic WP monophasic WP 
nodules (accepted in nodules (accepted in 

WHO chapter)WHO chapter)



Plasmacytic differentiation Plasmacytic differentiation 
also acceptable (sometimes also acceptable (sometimes 
see plasma cells in central see plasma cells in central 

portion of WP nodules)portion of WP nodules)



But, important not to shove any But, important not to shove any 
splenic small Bsplenic small B --cell lymphoma cell lymphoma 

into the SMZL categoryinto the SMZL category

Non-descript small B-cell lymphoma, not biphasic, 
not monophasic marginal zone-like cells



Hence, the introduction of Hence, the introduction of 

Splenic B-cell lymphoma/leukaemia,
unclassifiable



Splenic BSplenic B--cell lymphoma/cell lymphoma/leukaemialeukaemia, , 
unclassifiableunclassifiable

•• Includes 2 rare provisional entities, whose Includes 2 rare provisional entities, whose 
relationship to SMZL, to each other & to relationship to SMZL, to each other & to 
““SLVLSLVL”” remains to be better definedremains to be better defined
•• Splenic diffuse red pulp small BSplenic diffuse red pulp small B--cell lymphomacell lymphoma

•• Hairy cell leukemia variantHairy cell leukemia variant

•• SBCL/L, U to be used SBCL/L, U to be used ““as isas is”” for other for other 
splenic small Bsplenic small B--cell lymphomas not fulfilling cell lymphomas not fulfilling 
the criteria for either of the above, or for any the criteria for either of the above, or for any 
of the other better defined small Bof the other better defined small B--cell cell 
lymphomas.lymphomas.



Splenic diffuse red pulp Splenic diffuse red pulp 
small Bsmall B --cell lymphomacell lymphoma

•• The name The name ““says it all.says it all.”” (almost)(almost)•• The name The name ““says it all.says it all.”” (almost)(almost)

•• ““small [to mediumsmall [to medium--sized] monomorphous B sized] monomorphous B 
lymphocyteslymphocytes””, pale cytoplasm & , pale cytoplasm & 
morphologic plasmacytoid features but morphologic plasmacytoid features but 
lacking phenotypic features of plasmacytic lacking phenotypic features of plasmacytic 
differentiation (differentiation (egeg, , cIGcIG).).

•• Involves BM sinusoids (Involves BM sinusoids (±± interstitial & interstitial & 
nodular) and PB, often with villous cytology.nodular) and PB, often with villous cytology.

•• Another indolent but incurable ML with Another indolent but incurable ML with 
responses following splenectomy.responses following splenectomy.

SplenicSplenic diffuse red pulp diffuse red pulp 
small Bsmall B --cell lymphomacell lymphoma
Splenic Splenic diffuse red pulpdiffuse red pulp
small Bsmall B --cell lymphomacell lymphoma
Splenic diffuse red pulp Splenic diffuse red pulp 
small Bsmall B --cellcell lymphomalymphoma
Splenic diffuse red pulp Splenic diffuse red pulp 
small Bsmall B --cell lymphomacell lymphoma



Use of the diagnosisUse of the diagnosis

•• Like SMZL, not meant to be a Like SMZL, not meant to be a 
wastebasket term, needs to fulfill the wastebasket term, needs to fulfill the 
criteria just reviewed.criteria just reviewed.

•• Exclude CLL, HCL, LPL, PLL & other Exclude CLL, HCL, LPL, PLL & other 
small Bsmall B--cell neoplasms before making cell neoplasms before making 
the diagnosis.the diagnosis.

•• Splenectomy may be required for a Splenectomy may be required for a 
definitive diagnosis, but definitive diagnosis, but dxdx ““may be may be 
suggestedsuggested”” with pure intrasinus BM with pure intrasinus BM 
involvement & PB villous lymphocytes.involvement & PB villous lymphocytes.



SDRPSBCL!SDRPSBCL!

M. Piris



Immunophenotypic studiesImmunophenotypic studies

•• PanPan--B cell marker positive (DBA44+)B cell marker positive (DBA44+)

•• IgG+, IgDIgG+, IgD-- (unlike SMZL)(unlike SMZL)

•• Annexin A1Annexin A1--, CD25, CD25--, CD103, CD103--, CD11c, CD11c--, , 
CD123CD123-- (unlike HCL)(unlike HCL)

•• CD5CD5--, CD10, CD10--, CD23, CD23-- (unlike many CLL, (unlike many CLL, 
FL, MCL)FL, MCL)

•• Exceptions are reported including IgD+, Exceptions are reported including IgD+, 
IgM+, CD103+, infrequent CD5 & IgM+, CD103+, infrequent CD5 & 
CD123+CD123+



Cytogenetic/molecular studiesCytogenetic/molecular studies

•• Most have little somatic hypermutationMost have little somatic hypermutation

•• IGHV IGHV usage reported to show bias more usage reported to show bias more 
like what has been reported with HCL.like what has been reported with HCL.

•• Some report frequent CG abnormalities Some report frequent CG abnormalities 
including some with t(9;14)(p13;q32) including some with t(9;14)(p13;q32) 
PAX5/IGH@PAX5/IGH@ translocation but lacking translocation but lacking 
del 7, while others report the opposite.del 7, while others report the opposite.

•• Frequent Frequent TP53TP53 abnormalities also abnormalities also 
described.described.



Relationship to other splenic Relationship to other splenic 
BB--cell neoplasmscell neoplasms

•• Considered synonymous with the less Considered synonymous with the less 
specific specific ““splenic lymphoma with villous splenic lymphoma with villous 
lymphocyteslymphocytes”” & the recently described & the recently described 
““splenic red pulp lymphoma with splenic red pulp lymphoma with 
numerous basophilic villous numerous basophilic villous 
lymphocyteslymphocytes”” (Blood, 111:2253, 2008)(Blood, 111:2253, 2008)..

•• Some degree of overlap with HCLSome degree of overlap with HCL--
variant (more to follow).variant (more to follow).

•• To be distinguished from sinusoidal To be distinguished from sinusoidal 
large Blarge B--cell lymphomas involving spleen cell lymphomas involving spleen 
and BM.and BM.



Hairy cell leukemia variantHairy cell leukemia variant

•• No changes here No changes here 
except it moved except it moved 
chapters due to the chapters due to the 
belief that HCLbelief that HCL--v should v should 
not be considered a not be considered a 
type of HCL.type of HCL.

•• Too little known about Too little known about 
this, SDRPSBCL, and this, SDRPSBCL, and 
other splenic small Bother splenic small B--
cell lymphomas to cell lymphomas to 
annointannoint it with another it with another 
name or to combine it name or to combine it 
with something else.with something else.

Extensive PB 
involvement 
by nucleolated
“hairy cells”.



Features unlike HCLFeatures unlike HCL
•• Higher WBCHigher WBC
•• Lack of monocytopeniaLack of monocytopenia
•• Nucleoli in cells or, less often, Nucleoli in cells or, less often, ““blasticblastic””

or or ““convolutedconvoluted”” nucleinuclei
•• Absence of Absence of ““circumferential shaggy circumferential shaggy 

contourscontours””..
•• TRAP weak to negativeTRAP weak to negative
•• CD25CD25--, Annexin A1, Annexin A1--, CD123, CD123-- (but (but 

DBA44+, CD11c+, bright IG, CD103+)DBA44+, CD11c+, bright IG, CD103+)
•• Lack of response to chemotherapeutic Lack of response to chemotherapeutic 

drugs used for HCL but still drugs used for HCL but still ““indolentindolent””..



SummarySummary
•• Reviewed the current 2008 WHO Reviewed the current 2008 WHO 

approach to lymphoplasmacytic, nodal approach to lymphoplasmacytic, nodal 
marginal zone & splenic small Bmarginal zone & splenic small B--cell cell 
lymphomas.lymphomas.



Major things to remember Major things to remember 
versus 2001 WHO Bluebookversus 2001 WHO Bluebook
•• Criteria for WM have changed.Criteria for WM have changed.
•• Relationship of LPL and WM has Relationship of LPL and WM has 

been clarifiedbeen clarified
•• The inability to diagnose LPL with The inability to diagnose LPL with 

complete certainty sometimes is complete certainty sometimes is 
recognizedrecognized

•• Heterogeneity of Heterogeneity of nMZLnMZL is is 
emphasized and distinctiveness of emphasized and distinctiveness of 
pediatric cases (Bpediatric cases (B--cell dropped cell dropped 
from name)from name)



And moreAnd more ……....

•• Existence of monophasic SMZL is Existence of monophasic SMZL is 
recognized.recognized.

•• Option for splenic small BOption for splenic small B--cell cell 
lymphomas that donlymphomas that don’’t fit any t fit any 
specific category specific category –– not to be not to be 
shoved into SMZL.shoved into SMZL.

•• Much more remains to be clarified Much more remains to be clarified 
–– especially with the provisional especially with the provisional 
and remaining unclassifiable and remaining unclassifiable 
splenic small Bsplenic small B--cell lymphomas.cell lymphomas.



Edward Hopper


