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HSVH/HHV8 -associated LPDs

A Oncogenieffectsof viraloncoproteins =fusion In PEbwew: 109+~ Saere

A Latent viralproteins(LANAYCyG¢VFLIP VFLIR: NFkB
IRF3 andKaposirB) and miRK11 s

A This latent viraproteinsinteractwith e pitons - el
different cellularproteinseither through | e
inductionor inhibition [ e '

. . ! 1 V& ) N A

A Thepathogeniceffectsincludescellular | mh" ) D
proliferation, inhibition of apoptosisand ' miR155) ( |
enhancecellsurvivaland productionof !
humancytokines(IL-10)that might have A\ TR >| Apoptosis
localand systemiceffects B-cell prolife

Cesarmairk, et al. Blood 2022
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HSVH/HHV8 -associated LPDs

AMulticentric Castlemartisease 'I“E['
AHHV8+germinotropicLPD ——A

AHHV8+ diffuse large-&Illymphoma
NOS

APrimaryeffusionlymphoma(PEL)
A ExtracavitaryPEL

KSHV inflammatory
cytokine syndrome

AHHV8 and EBNegativeprimaryeffusion
basedymphoma(lCC)

AFluidoverloadlymphoma(WHO)

Systemic
manifestations

CESARMAN et al @ blood® 17 FEBRUARY 2022 | VOLUME 139, NUMBER 7




Case presentation

AClinicalhistory:
A37 yearold male
Alntravenousdrugeuse

APresentedo the hospitalbecauseof skinlesionsand
generalizedymphadenopathy

Alnguinallymphnodeexcision




Morphology
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Immunohistochemistry

HHV8/LANA




Diagnosis:

Multicentric Castlemartisease
HHV8 positive, HFssoclated
KaposiSarcoma

HHV8/LANA
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Multicentric Castleman disease

A Definition: Pathogenesis of MCD

A MCDis a systemigpolyclonalymphoproliferativedisorderin which
there is proliferationof morphologicallybeninglymphocytes
plasmacellsandvesselslue to excessiv@roductionof 16

A Morphologically

A lt is similarto the hyalinizedform butwith increasednterfollicular
plasmacellsand inthe mantle zoneatypicaloplasmablasts oo
Infectedwith HHV8whichare LANA positive (5@0% alsdhaveKS) ®e @ VAL-6

A mightexpress Bellmarkers(CD20, CD79a) @
A MUM1+, BLIMP1+, OCT2+, CD38+

A MonotypiclGMlambda(but PCRpolyclona) 1
A CD138 negative, EBV negative

A C"r!ica”y _ _ B-cellproliferations
A Patientspresentwith fever, other systemicsymtpoms MCD, PEletc
lympadenopathyandcytopenias
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Multicentric Castleman disease

Table 3. Summary of the surface phenotype of KIV and conventional

plasmablasts Active KSHV+ Multicentric Castleman Disease Detection of latent
and lytic transcripts

KiVs Conventional plasmablasts Lymph node Blood
cD19 Heteroaeneous (~250 e Uniformly low Detection of KSHV- Detection of KSHV-
e ( positivity) infected viroblasts (100 %) infected viroblasts (78 %)
CD20 Heterogeneous (~5% positivity) MNegative IgM
cb3s 100% high positivity 100% high positivity lambda | CD38 Viral
IgM 100% high positivity Heterogeneous (~20% positivity) phenotype
W/, Monotypic & (100% high positivity) Balanced x/A ratio (60/40%) High IKSHY visl loed
CD27 Heterogeneous (~25% positivity) 100% high positivity igM
. Host lambda
CD40 Low/negative Heterogeneous : ; phenotype
o . KSHV-infected viroblast

CD70 Heterogeneous (6% positivity) Megative
CD86 Heterogeneous (10% positivity) Mostly positive (24%

CD20
CD137L Megative Megative (5 %)
OX40-L Negative Negative
ICOS-L Megative Megative

CD86

BAFF-R Negative Negative cD70 CD4o CP137L
PD-L1 Megative Negative Lymphoid Decreased expression of

follicle

co-stimulatory molecules

Cellof origin: Naive Bcell

American Society o« Hematology

Helping hematologists conquer blood diseases worldwide

Chadburn A et al, ArdPatholLabMed 2013 Cesarmark et al, Blood 2022 MARTIN de FREMONT etal 9 MAY 2023 « VOLUME 7, NUMBER 9
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Multicentric Castleman disease

A Differentialdiagnosis

ANon-specifidymphadenitiswith polytypic
plasmacytosis
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A Autoimmunelymphadenitis C‘{ ¢ ‘
AReactivefollicularand paracortical s R
hyperplasia A TV o
ATFHymphoma angioimmunoblastitype & &8 #82%
A , . . J I’\‘ \} ¥ \ g
Castlemarsdisease hyalinevascular Tttt
variant R
A Castlemars diseaseplasmacellvariant,
idiopathic
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HHVS8 - positive diffuse large B -cell lymphoma , NOS

A Definition:

A HHV8associated DLB®@kuallyarisesin
associatiorwith MCD:however cases
without MCD doexist

A Thelymphomais characterizedy a
monoclonalproliferationof HHVS
Infectedcellsresemblingolasmablasts
andexpressindGM-lambda

At is usuallyassociatedvith HIVinfection.

A Thecellof originisa naive IGMproducing
B-cellwithout IGsomatichypermutations

A EBMs negative
A Extremelyaggressivéymphoma




HHVS8 - positive diffuse large B -cell lymphoma , NOS

Immunophenotype
A CD20+, CD79a
A CD138, CD3¢g/+
A CD27

A MUM1+

A LANA+

A EBER
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Molecular. ARSI

A IGmonoclonaland
unmutated
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HHVS8 - positive diffuse large B -cell lymphoma , NOS
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Revisedtth Edition WHO Classification Campo E, Blood 2022




HHV8positive MCD HHV8positive DLBCL, NOS

Clinicalpresentation Generalizedymphadenopathy Largelymphnode, splenicmass
Generalsymptoms splenomegaly  Extranodakites peripheralblood
Morphology Castlemardiseasemorphologywith { KS S (i & pa3malbldstisdls

oplasmablasts theyhantlezone
Interfolicularplasmacell

hyperplasia
Immunophenotype B-cellantigens+/- B-cellantigens+t/-
IGMlambdat IGMlambdat
MUM1+ MUM1+
CD138 CD138&
Clonality |G polyclonal IGmonoclonal
HHVS8 positive positive
EBER negative negative
HIVstatus +/- +/-
Prognosis Poor buthasimprovedwith new Poor
therapies

Campo E, Blood 2022 Revisedith Edition WHO Classification
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Prevalence of HHV -8 in the world

A 80% ofpeoplein SubSaharamfricaare
HHV8serologicalpositive

A Mediterraneanregion (intermediate)

A 20%ShinjangJyghurin China

. A 20% Okinawa in Japan

A Increaserisk of developingksS (>50

year9
}, A Environmentafactors highaltitude

B High prevalence (i.e., African) pattern
[l Transition (from African to Med.) pattern
[ Intermediate (i.e. Mediterranean) pattern
[] Low endemicity pattern
[] Very low (i.e., concentrated) prevalence pattern
@ Spots of high prevalence pattern
Whitby JNCI 1998, Dukers AIDS 2003, Awazawa J Infect Dis 2017
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Primary effusion lymphoma

ADefinition:

AlLarge Bcelllymphomausuallypresentingasserous
effusionswithout detectabletumor masses

AUniversallyassociatedvith HHVS
AUsuallycoinfectedwith EBV
AOccurdn the settingof immunodeficiencyusuallyHIV

ASomepatientsmight developsolidtumorsin adjacent
structuressuchasthe pleura

U Casesndistinguishabldrom PELmight presentas
solidtumor masseknownascextracavitaryt t 9 |

Cesarmark et al, Blood 2022 Chadburn A, et al, AJCP 2017 Campo E, Blood 2022




Primary effusion lymphoma

LYWSL194 P Barone

Di Napoli A, Soma L, et ayybmittedto Virchows Archiv
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Primary effusion lymphoma

Clinicalpresentation 42 yearold manwith HIVinfectionthat presentedwith

A Medianageat presentationin pleuraleffusionand atumor massin the pleura
HIVpatientsis 42 years ' - Fi I Tt
2-4% of HIVHymphomas
Occurdan HI\fnegativeelderly S
individualsfrom endemicareasgs = =@
(median 73yeard and solid &%
organtransplantreciepients
A UsuallyEBVnegative TSR
Patientspresentwith effusionin =+~
the absenceof £oiiy P
lymphadenopathyor PR
organomegaly
CD4countsare verylow
30-75%developKapossarcoma
33% MCD

... s

™ >

> > >

Cesarmark et al, Blood 2022 Chadburn A, et al, AJCP 2017 Campo E, Blood 2022 Revisedith Edition WHO Classification
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Primary effusion Iymphoma

V Immunoblastic
V Plasmablastic
V anaplastic

; :z' st

r‘ ~»

" Universitdtsklinikum
Tiibingen




>

A
A

p>X

I

I mmunophenotype

PEL

Lack parB-cellmarkerssuchas
CD19, CD26r CD79a

Surface anaytoplasmidGis absent
Positive for CD30, CD38, CD138,
EMA, HLAR, MUM1, BLIMP1
Aberrantexpressiorof T-cell
antigensmigh occut more oftenin
EC PEL

LANA positive
EBERositve(Latencyl)
Postgerminalcenter B-cell with
plasmablastidifferentiation

EBV negative PBktcurin elderly
HIV negativendividualsfrom HHV8
endemicareaslike the
Mediterranean




Extracavitary Primary effusion lymphoma

54yearold-male, HIV positive LYW&L192 ADashora

TN

U EC PEhccursin lymph
nodes gastrointestinal
tract andandskin

U Thereareotherwise
indistinguishabldrom
PEL Y

R i o
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Extracavitary Primary effusion lymphoma

A 37yearold man, HIV+
2017 HHV8+ MCD
2018 PEL
2019skinlesionin the right axila
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Comparisorof PEL and EC Pdtibmittedto the 21 EA4HRorkshop

Primaryeffusion Primaryeffusion Extracavitaryprimary
lymphomaEBV+ (£ase$ | lymphomaEBV (8 case$ | effusionlymphoma(5
case$
Sex 100% male 100% male 100% male
Medianage HIV+ 35/ears HIV+ 43.5ears HIV+ 54/ears
HIV¢ 89years HI\A 79years
HIV + 4/5 (80%) 218 (25%) 4/4 100%
Extracavitarydisease 2/5 (40%) 218 (25%) 100%
Posttransplant 0/4 (0%) 3/8 (38%) 0/5 (0%)
CD138 + 1/4 (25%) 717 (100%) 3/5 (60%)
CD20+ none none none
IGM+ 1 case NA 213 (67%)
Lightchaing 1 kappa 1llambda All negative 2 kappa
MY Calterations none none none

* Surface anaytoplasmalG negativeaccordingto definition; however recent studiesshowlight chainexpression(Chadburn et al and Hu et al)

Di Napoli A, Soma L, et aljbmittedto Virchows Archiv
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HHV8+ germinotropic |lymphoproliferative  disorder

A Definition: ———
. .. . e o ‘2‘.--_; : . y ..p;."-‘g‘-;";“ £y A ' " 3

A GLPDs amonotypicHHV8 positive LPEhat usuallyoccursin = ‘,ﬁ SN
HI\fnegativeindividuals N RS

A HHV8+plasmablastpartiallyor completelyreplacegerminal
centers

A kappaor lambdaare restricted

A Polyclonabr oligoclonal

A EBMs positive

A Clinically

A Affectsmainlymenbetween50-60years
A Nodaldiseaseasymptomatic

A Lymphadenopathys slowgrowing(3-10yearsbefore
diagnosi$

HHV8/LANA

ZanelliM, et al. AnrHematol2020; 99:2243

=
" Universitdtsklinikum
Tiibingen



GLPD

AMorphology

A Retention ofnodal
architecture

A Lymphoidproliferation
characterizedy large
cellsresembling
plasmablastshat
iInvolveandreplaceGC

A Atrophicfollicles
resemblinghoseof
Castlemartisease




