Plasma cellleukemia: 51,66,247,257,280 51 Xie
Plasma cellmyeloma, plasmablastictype 66 Hoyer

— Bone / bonemarrow-based: 87,101,122,172,273 247 Chen

— As extramedullarymanifestation: 257 Tadesse-Heath
40,95,125,139,214,312,314,317,325,351 280 Roepke

EBV+ plasmacellneoplasms in
immunocompetentpatients: 20,377

Systemicplasmacellneoplasms in HIV+ patients:
180, 321, 368

46-year-old male Submitter‘sdiagnosis: 75 d mal Submitter's Dx:

Non-secretorylgMmyelomapresenting as FYCEIRELE R ubmitter's Dx:

0, . .
Leukocytes 26.4G/L, 31% PC leukemia No history provided Plasma cell leukemia
Abnormal plasma cells / LP cells

Panel Diagnosis: in PB P | Dx:
non-secretory ) FCM: CD45dim, CD38+, CD138+, 2HCHLX )
FCM: CD138+, CD45dim, CD38dim, Plasma cellmyeloma/leukemia t(11;14)+ CD56-, CD20-, Kappa-restricted Plasma cell leukemia

atypicallymphoplasmacytoidcells,

thrombopenia, anemia

no cytoplasmic light chains - FISH: del 13q, del 17p13, no
1(11;14) or t(4;14)
IHC: CD138+, CD20-, IgM+, k/I-,

cyD1+

§ o ' ! ] ]
t(11;14 o "L I bR P, PO
@ ‘ | Kttt
No M-protein, lowfreelambda LC in 4 it = b

urine

[Whole Genome

Multiple osteolyticlesions 3% 125 *High resolution array CGH

e >20% PC in PB diff. countor>2x10°%/L

. Sex, age distribution, incidence of osteolysissimilar to MM
e Primary (2-5% of all MM) orsecondary

. Moreoften light chainonly, IgDorIgE, non-secretory
* Broad cytologicalspectrum

Higherincidence of adverseprognosticfeatures
280 - Roepke

— Organomegaly and high tumormass, morecommonextramed.
Disease (25-75%)

— Unfavorablecytogenetics

— Morecommon t(11;14)

— Higher 32-MG, LDH, PC labellingindex, sIL6-R, calcium

* Aggressive clinicalcourse, esp. withconventionaltherapy

Pellat-Deceunynck 1998; Garcia-Sanz 1999; Avet-Loiseau 2001; Saccaro 2005
Dimopoulos 1994




Table 2. Immunophenotypical Results in MM and Primary PCL

Immunophenotype (5 2 Common absence of CD56

BB4- 100% i More common CD20+ i
D z 87 Eakin

CD13+ 23%

D15+ o 8% ! 101 Inandar
iy CD20+ 50% .

CD3g* 100% 122 Spier

ey CD56* % 45%
G HEx : 172 Blenc

cD117+ 0%
273 Gupta

DR* 1%

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

Garcia-Sanz et al, Blood1999 H
Pellat-Deceunynck et al, Leukemia 1998 012 3 456 T 8 8 0N 2w

Years from Diagnos

() $ $!1

56-year-old male 53-year-old male " /(01 023*0 *
Rapidlygrowingleftchestmasswithbone Severa anemia T s L& ( il

destruction Free kappa LC

OutsideDx ,sarcoma* BM 95% infiltration, no osteolysis o Definition:

IgAkappaM-spike 2.6g/dI FCM: CD38+, CD56+, CD19-, CD45-,

IHC: CD45+, CD43+, CD138+, — > 2% plasmablastic myeloma cells
CD79a+, CD20-, CD56-

BM infiltrate 40% 3 3 « Diffuse chromatin pattern
- " ; ¢ nucleus > 10pum or nucleolus > 2um
L « High N/C ratio
#_ ; X « Centrally placed nucleus, nollittle perinuclear hof

> 2 B
Submitter‘s Dx: plasma cell neoplasm,
Submitter'sDx: DLBCL plasmablastic morphology
withplasmacyticdiff./plasmacytoma Panel Dx: plasma cell myeloma,
Panel Dx:plasmacellmyeloma, plasmablastic
plasmablastic

$ $! $ $ !

- . & " /(01 023*0 * - I . & " /(01 023*0 *

1

» Median survival for PB MM: 10 mo vs 35 mo (p < 0.05)* 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

Probability of survival

— Renal insuffiency 27% vs. 13%
— PC labelling index > 1% 47% vs. 24%

*before initiation of Chemotherapy




Plasmablastic Morphology Is an Independent Predictor
of Poor Survival After Autologous Stem-Cell Transplantation
for Multiple Myeloma

(1999)

By S. Vincent Rajkumar, Rafacl Fonseca, Martha Q. Lacy, Thomas E. Witzig, Terry M. Therneau, Robert A. Kyle,
Mark R. Litzow, Morio A. Gertz, and Philip R. Greipp.

J Clin Oncol 17:1551-1557.

Median survivalafterautologous SCT: 5 vs. 24 mo

>

P<0.001

PLASMACYTIC (n=149)

Proportion surviving
PROBABILITY OF SURVIVAL

PLASMABLASTIC (n=71}

Months

P ic Morphology —An 4 gaostic Factor With Clinical 32% plasmablastic/immature - median survival 8 mo vs 32 mo*
and Laboratory Correlates: Eastern Cooperative Oneology Group (ECOG)
Myeloma Trial E9486 Report by the 0G Myeloma Laboratory Group

8y Philip R, Greipp. Traci L Bernard Klein, James A. Stewart
Wartin M. Ok 1 Ness, and Robert A. Kyle

*from date of first biopsy

& #
& .54 /(
« Definition of
plasmablasticmyeloma
— predominance of cells LOW @ @? LOW @ @;3
* Large
nucleiwithvery INTER- @ & @& ner- @ @ @

prominent, MEDIATE ; A 5 MEDIATE ; 3 5
centralnucleoli

High N/C ratio, HIGH @ HIGH @
6a 6b

faintperinuclear hof 6a 6b

Fig. 9. Histologic classification of MM. Low.-grade malignancy: Mar- Fig. 9. Histologic classfcation of MM. Low.-grade malignancy: Mar-
schalko type (1), small cell type (). Intermediate-grade malignancy: schalko type (1), small cell type (). Intermediate-grade malignancy:
dleaved type (3, polymarphous type (4), asynchronous type (3). High- dleaved type (3, polymarphous type (4), asynchronous type (3). High-
srade malignancy: bastic type (62 and b). srade malignancy: blsti type (62 and 5).

# 6 &

Bartl et al (Munich) Greipp et al (Mayo Cl.)
b il Predominantly histology- Exclusively cytology-

based based

Based on predominant 2% cut-off for

cell type splasmablasts”

« Survival for 617
patients in 3 vs.
previous 2 groups

PROBABILITY 0F suRvIVAL

— Low: 432 (64%) pt.

40 mo*

THONONTHS

_ : . 0, FiG. 4. Plasma cell types as a prognost r in MA L fr=ai i
Intermediate: 165 (25%) s o A Mo, W Similarsurvival — 8 vs. 10 m

I cell,
= polymorphous, E = asynchronous, F = blastic. B. Histologic high-,
20 nWO* intermediate-, and low-grade malignancy. 1 1 ni
it Similarclinicalfeatures
— Plasmablastic 20 (3%) Bartl et al, AJCP 1987 Mostlybased on oldseries,

8 mo* Waldron et al 1997: Bartl grade adds relativelylimiteddataundernewtherapyregimens
Independent prognosticinformation in
*: from time of firstbiopsy TT2-treated patients
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SubmittersDx
e 20, 58, 74, 95, 101, 109

122, 125, 139, 172, 180,
214, 232, 273, 312, 314,

317, 325, 332, 351, 377

« Designated ,aggressive”

273 Gupta PB

40 Greer
95 Wilson
125 Singh
139 Jogai
214 Joseph
312 Sidhu
314 Burke
317 Nepalli
325 Fend
351 Djokic

Panel Dx
* 87,95,101, 122, 125,

214, 232, 273, 312, 314,

317, 351, 368

g — EBV+ non-PB40 Greer, n
S el

122 Spier non-PB 125 Singh PB

¢
L

317 Nepalli PB

/0 8

41-year-old female

Large mediastinalmass, cervical LN
Multiple osteolyticlesions
Leukopenia, anemia

IgA/IM-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)

52-year-old male

Maxillarymass, duodenalpolyp,
gastriculcers

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

IHC: CD138+, MUML1+,
lambda+, EBERs-

Submitter'sDx:
Extramedullaryplasmablasticm
yeloma

Panel Dx:

Extramed. Plasma
cellmyeloma, plasmablastic

86-year-old female
1y history of myeloma

Renalinsufficiency, anemia,
IgG/IM-prot.

ESSIVE
retroperitoneallymphadenopat
hy

CD138+, Lambda+, MUM1+,
MIB1 80%

CD20-, CD79a-, EBERs-

Submitter's

Extramedullaryplasmabla
sticmyeloma

Panel Dx:
Extramed. Plasma

64-year-old female

Mass in
middlecranialfossawithherniati
on

Boneerosion
BM 27% PC

IHC: CD138+, CD56+,
IgG/I+MUM1+, CD10+,
EBERs-

Complexkaryotype

Submitter'sDx:

Extramedullaryplasmablasticmig

yeloma
Panel Dx:
Extramed. Plasma
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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
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