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• Plasma cellleukemia: 51,66,247,257,280

• Plasma cellmyeloma, plasmablastictype

– Bone / bonemarrow-based: 87,101,122,172,273

– As extramedullarymanifestation: 

40,95,125,139,214,312,314,317,325,351

• EBV+ plasmacellneoplasms in 

immunocompetentpatients: 20,377

• Systemicplasmacellneoplasms in HIV+ patients: 

180, 321, 368
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• 51 Xie

• 66 Hoyer

• 247 Chen

• 257 Tadesse-Heath

• 280 Roepke
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• 46-year-old male

• Leukocytes 26.4G/L, 31% 

atypicallymphoplasmacytoidcells, 

thrombopenia, anemia

• FCM: CD138+, CD45dim, CD38dim, 

no cytoplasmic light chains

• IHC: CD138+, CD20-, IgM+, k/l-, 

cyD1+

• t(11;14)

• No M-protein, lowfreelambda LC in 

urine

• Multiple osteolyticlesions

Cyclin D1

IgM

Submitter‘sdiagnosis:
Non-secretoryIgMmyelomapresenting as 
PC leukemia

Panel Diagnosis:
non-secretory
Plasma cellmyeloma/leukemia t(11;14)+
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• 75-year-old male

• No history provided
• Abnormal plasma cells / LP cells 

in PB
• FCM: CD45dim, CD38+, CD138+, 

CD56-, CD20-, Kappa-restricted
• FISH: del 13q, del 17p13, no 

t(11;14) or t(4;14)

• Submitter‘s Dx:
• Plasma cell leukemia

• Panel Dx:
• Plasma cell leukemia

•High resolution array CGH
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• >20% PC in PB diff. countor>2x109/L

• Primary (2-5% of all MM) orsecondary

• Broad cytologicalspectrum

51-Xie 247-Chen 280 - Roepke
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• Sex, age distribution, incidence of osteolysissimilar to MM

• Moreoften light chainonly, IgDorIgE, non-secretory

• Higherincidence of adverseprognosticfeatures

– Organomegaly and high tumormass, morecommonextramed. 

Disease (25-75%)

– Unfavorablecytogenetics

– Morecommon t(11;14)

– Higher ß2-MG, LDH, PC labellingindex, sIL6-R, calcium

• Aggressive clinicalcourse, esp. withconventionaltherapy
Pellat-Deceunynck 1998; Garcia-Sanz 1999; Avet-Loiseau 2001; Saccaro 2005
Dimopoulos 1994 
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Garcia-Sanz et al, Blood1999
Pellat-Deceunynck et al, Leukemia 1998

Common absence of CD56
More common CD20+

Poor prognosis similar to high-risk
MM under standard therapy 
(8 vs 11 vs 36 mo)
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• 87 Eakin

• 101 Inandar

• 122 Spier

• 172 Blenc

• 273 Gupta
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• 56-year-old male
• Rapidlygrowingleftchestmasswithbone

destruction
• OutsideDx „sarcoma“
• IgAkappaM-spike 2.6g/dl
• IHC: CD45+, CD43+, CD138+, 

CD79a+, CD20-, CD56-
• BM infiltrate 40%

• Submitter‘sDx: DLBCL 
withplasmacyticdiff./plasmacytoma

• Panel Dx:plasmacellmyeloma, 
plasmablastic

• 53-year-old male
• Severa anemia
• Free kappa LC
• BM 95% infiltration, no osteolysis
• FCM: CD38+, CD56+, CD19-, CD45-, 

kappa

• Submitter‘s Dx: plasma cell neoplasm, 
plasmablastic morphology

• Panel Dx: plasma cell myeloma, 
plasmablastic
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• Definition:
– > 2% plasmablastic myeloma cells

• Diffuse chromatin pattern
• nucleus > 10µm or nucleolus > 2µm
• High N/C ratio

• Centrally placed nucleus, no/little perinuclear hof

• Median survival for PB MM: 10 mo vs 35 mo (p < 0.05)*
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*before initiation of Chemotherapy

• 15/100 MM cases classified as plasmablastic (2-
9% plasmablasts)

• 79% interobserver concordance

• No differences in stage, age or treatment 
response

– 7/15 IgA

– 5/15 with extramedullary extension

– Renal insuffiency 27% vs. 13%

– PC labelling index > 1% 47% vs. 24%
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Median survivalafterautologous SCT: 5 vs. 24 mo

(1999)
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32% plasmablastic/immature - median survival 8 mo vs 32 mo*

*from date of first biopsy
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• Definition of 
plasmablasticmyeloma
– predominance of cells

• Large 
nucleiwithvery 
prominent, 
centralnucleoli

• High N/C ratio, 
faintperinuclear hof
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• Survival for 617 

patients in 3 vs. 

previous 2 groups

– Low: 432 (64%) pt. 

40 mo*

– Intermediate: 165 (25%) 

20 mo* 

– Plasmablastic 20 (3%) 

8 mo*

Bartl et al, AJCP 1987

*: from time of firstbiopsy

Waldron et al 1997: Bartl grade adds
Independent prognosticinformation in 
TT2-treated patients
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• Bartl et al (Munich)

• Predominantly histology-
based

• Based on predominant 
cell type

• Greipp et al (Mayo Cl.)

• Exclusively cytology-
based

• 2% cut-off for 
„plasmablasts“

• Similarsurvival – 8 vs. 10 months
• Similarclinicalfeatures

• Mostlybased on oldseries, 
relativelylimiteddataundernewtherapyregimens
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SubmittersDx

• 20, 58, 74, 95, 101, 109
122, 125, 139, 172, 180, 
214, 232, 273, 312, 314, 
317, 325, 332, 351, 377

• Designated „aggressive“

Panel Dx

• 87, 95, 101, 122, 125, 
214, 232, 273, 312, 314, 
317, 351, 368 20 Chuang – EBV+    non-PB40 Greer, non-PB 87 Eakin, PB

95 Wilson PB 122 Spier non-PB 125 Singh PB

139 Jogai PB 214 Joseph PB                 232 Prince non PB

273 Gupta PB 306 Michel non-PB 312 Sidhu PB

314 Burke PB 317 Nepalli PB 317 Nepalli PB

325 Fend PB 351 Djokic PB 368 Zhang PB HIV+, EBV+ 
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• 40 Greer

• 95 Wilson
• 125 Singh

• 139 Jogai

• 214 Joseph
• 312 Sidhu

• 314 Burke
• 317 Nepalli

• 325 Fend

• 351 Djokic
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• 41-year-old female
• Large mediastinalmass, cervical LN
• Multiple osteolyticlesions
• Leukopenia, anemia
• IgA/lM-protein
• IHC/FCM:

– Positive: CD38, CD138, CD23, EMA, lambda, Ki67 40%
– Negative: CD56, CD79a, CD20, EBERs, ALK, HHV8

• Cytogenetics: komplex karyotype, incl. t(8;14)



Submitter‘sDx:
Plasma cellmyeloma, 
plasmablastictypewithextramedullaryinvolvemen
t of mediastinum and leftcervicallymphnodes

Panel Dx:
Plasma cellmyeloma, plasmablastic, with t(8;14) 
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• 86-year-old female
• 1y history of myeloma
• Renalinsufficiency, anemia, 

IgG/lM-prot.
• Massive 

retroperitoneallymphadenopat
hy

• CD138+, Lambda+, MUM1+, 
MIB1 80%

• CD20-, CD79a-, EBERs-

• Submitter‘sDx:
• Extramedullaryplasmabla

sticmyeloma
• Panel Dx:

• Extramed. Plasma 
cellmyeloma, 

MIB1
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• 52-year-old male
• Maxillarymass, duodenalpolyp, 

gastriculcers
• Dx of undiff. Neoplasm
• No response to CTx
• Staging: mediastinal and 

gastriclymphadenopathy, BM 
involvement, bonelesions

• IHC: CD138+, MUM1+, 
lambda+, EBERs-

• Submitter‘sDx:
• Extramedullaryplasmablasticm

yeloma
• Panel Dx:
• Extramed. Plasma 

cellmyeloma, plasmablastic

Bonemarrow

�30��� :;�����30��� :;����

• 64-year-old female
• Mass in 

middlecranialfossawithherniati
on

• Boneerosion
• BM 27% PC
• IHC: CD138+, CD56+, 

IgG/l+MUM1+, CD10+, 
EBERs-

• Complexkaryotype

• Submitter‘sDx:
• Extramedullaryplasmablasticm

yeloma
• Panel Dx:
• Extramed. Plasma 

cellmyeloma, plasmablastic

CD56

CD10
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• Independence of BM microenvironment 
and itssignals (IL-6, other growth factors)

• Plasmablasticmorphology, PCL
• Cytogeneticriskfactors

– Ras mutations
– P53 mutations
– Complexkaryotype

• Othercytogeneticalterations?
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• 18 casesexaminedforc-myc (break-apart probe)

– 8/18 (44%) cases positive forc-myc, 2 n.e.
– 3 caseswithdeletion of p53

• Frequency in PCM in general 15%
– Prognosticsignificanceuncertain, buthints to more aggressive 

behaviour

• Thought to besecondaryevent, oftenverycomplex, 
withvaryingbreakpoints

• >90% human myelomacelllinesshowc-myc (or N/L-MYC) 
rearrangements, 40% with non Igpartners

Avet-Loiseau 2001, Dib 2008, Gabrea 2008
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• Plasma cellleukemia: 51,66,247,257,280

• Plasma cellmyeloma, plasmablastictype

– Bone / bonemarrow-based: 87,101,122,172,273

– As extramedullarymanifestation: 

40,95,125,139,214,312,314,317,325,351

• EBV+ plasmacellneoplasms in 

immunocompetentpatients: 20,377

• Systemicplasmacellneoplasms in HIV+ patients: 

180, 321, 368
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• 51-year-old male 

• Several rib lesions up to 8 cm

• Mild anemia, normal WBC and platelet counts, normal 
levels of creatinine and calcium.

• No risk factor for HIV

• No M-protein

• Progression with multiple bone lesions and 
retroperitoneal mass

• DOD at 15 mo
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• Chang et al (AJCP 2007): Plasmablasticfeatures in 

immunocompetentpatientsassociatedwith EBV (EBER+, 
LMP1-)

– 1/4  extramedullaryplasmacytomas (ENT region)

– 3/54  multiple myelomas (2 plasmablastic)

• Colomo et al (AJSP 2004)
– 2/8 plasmablasticmyelomas / plasmacytomas

• Vega et al (ModPathol 2005)
– 0/7 plasmablastic MM (2 in HIV+ pat.)

• Aguilera et al (ModPathol 95) 
– 3/23 EMP of head and neck
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• Medullary / osseous PCM, plasmablastic
– 1/5 tested, negative

• Extramedullaryplasmablastic PCM
– 7/9 tested, all negative

*excluding #20 and #377 and
HIV+ cases #180 (n.d.), #321 (pos) and #368 (pos)
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• 44-year oldfemale, HIV+, withdisseminated, 
leukemic, EBV+, clonalplasmacellproliferation, 
DOD after 3 days

• Submitter‘sDx: EBV+ plasmacellleukemia
• Panel Dx: EBV+ systemicplasmacellneoplasm in 

HIV+ patient
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• 69-year-old female, AIDS 

under HAART

• Leukocytes 104G/l, 38% 
plasmacells

• BM 40% 
infiltrationbyatypicalplasm
acells

• No bonelesions, no 
lymphadenopathyor oral 
lesions, no M-protein

• CD38+, CD138+, kappa+, 
CD20-, CD56-

• EBERs no available

• Cytogenetics 46 XX, FISH 
forIgH and CCND1 neg.

CD138

• Submitter‘sDx:
• Plasmablasticlymphoma vs. Plasma 

cellmyelomawithplasmablasticfeatures

• Panel Dx:
• Plasma cellleukemia/myeloma, 

aggressive, in AIDS patient (EBV?)
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PLASMABLASTIC LEUKEMIA IN 

HIV-ASSOCIATED 
MULTICENTRIC CASTLEMAN’S 

DISEASE
Jung et al, JCO 2003

First case of 
plasmacellleukemia in HIV 
infection EBV, HHV8 
statusunknown
Heuberger et al., Leukemia 1998

Dong et al, AJSP 2005: 14 cases of EBV+ lymphomas
in HIV+ patientswithplasmablasticfeatures

- 4/14 withoverlapfeatureswithplasmacellmyeloma
- 4/4 withbone and soft tissuelesions, 2 with BM 

involvement
- 2 pat. withparaprotein
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• Submitter‘s Dx:

• Plasma cell leukemia

• Panel Dx:
• Plasma cell leukemia; t(11;14) and c-myc positive
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