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Definicla
® @
@ "

* monoklonovy lgM akejkolvek koncentracie

+ infiltracia kostne| drene malymi lymfocy tmi
5 plazmocytoidnou/plazmocelularmou diferencia-
ciou

* intertrabekularny typ infiltracie KD

+ povrchovy imunoalobulin laM+

Postih : LU, KD, slezina.

CD znaky (CD5—, CD10—, CD19+, CD20+, CD22+,
CD23—, CD25+ CD27+ CD75—, CD79+, CD103—,
CD138—, FMC7+, BCL1+, BCL6—, PAX5+).
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Charakteristika MKCH

Nizka frekvencia vyskyt
6% vSetkych MG
2-5 pripadov/1mil. obyvatelov/rok

Narast s vekom
muzi/zeny 2:1
median veku v ¢ase dg. 64 rokov

Historicky pohlad
indolentny charakter

1/3 zomiera na inu pri¢inu ako na LPL/WV
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Vyskyt a rizikové faktory

e LPL/WM - 5%  NHL
1%-2% hematol. malignit

o Familiarny vyskyt B-proliferacii 18,7%

e MGUS-IgM — 46X vacie riziko prechodu do WM
— faktory progresie nezname
— cytogenetické abnormality 1q a 4q
(u vysokoarizikovych rodin)
— opisané u pac po RAT pre ankylozujucu spondylézu
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. HCV asociacia 26% pac.s LPL a HHV-8
. ovipyvnuje celkovy klinicky priebeh choroby
. signifikantne zhorSuje celkovu kvalitu zivota
. HCV nevplyva na OS

. extrahepatalna indukcia - LPL

Silvestri F, fanin R, et al. Impact of hepatitis C virus infection on clinical features, quality of life and survival of patients with
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Patogenéza

Pre-germinal center, No mutations in
variable-region genes
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Cytogenetika

IgH negat.
* nizky mitoticky index malignych buniek
¥ zvydéajne normalny karyotyp

FISH Delécia 6921 Delécia 13914

Diff.dg - IgM MM - IgH pozit.
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Cytogenetické zmeny LPL/ WM

Schop |Chan |Ocio Fonseca | Nguyen-

2002 | 2004 |2006 2006 Khac 2008
Delécia 6¢21 42% - 33% 47% 26%
Delécia 13914 16% 9% 3% : 13%
Delécia 17p23 15% 9% 7% - 11%
IgH translokéacia 0% 14% 13% 2% 0%
Delécia 11922 - - - E 8%
Trizomia 4 = - : - 12%
Trizomia 12 - - - - 5%




Diff.dg. B-proliferacii
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kryoglobulinémia

AIHA

CD 10+
CD5-,CD23-
CD5-,CD23+
CD5+,CD23+

CD38+

WM
(n=84)

5%

5%
3%
50%
33%
14%

60%

SLL

(n=5)

20%

40%

60%

40%

MZL
(n=14)

0%

14%

45%

45%

30%

MCL

16%

60%
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Klasifikacia LPL/WM a asociovanych

ochoreni

Monoklo- | Infiltraci | Symptomy | Symptomy z

novy IgM [a KD z IgM infiltracie KD
Symptormaticky WM I + I +
Asymptoraticky N -
WM
lgM — related - +
disorders
lgM MGUS +

Owen et al, Hematol 2003, 30: 110-115



Klinické prejavy ochorenia,
Priznaky LPL/WM

<prejavy iInsuficiencie kostnej drer}

prejavy sposobené toxicitou M-Ig

|

prejavy z extramedularnej proliferacie LPL (LAP, splenomegalia)




Priznaky LPL/WM

Priznaky sposobené
masou nadorovych
buniek a cytokinmi
produkovanymi touto

masou:
cytopénia

febrility a subfebrility
hoéné potenie
ubytok hmotnosti
lymfadenopatia

organomegalia

Priznaky sposobené
monoklonovym imu-
noglobulinom:

hyperviskozita
kryoglobulinémia
chladové aglutininy
neuropatia

amyloidéza
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Biologia IgM

80% intravaskularny priestor

velkost’ a molekulova asymetria 111 Viskozitu krvi

exponencialny néarast plazmatickej viskozity (M- IgM > 30g/l)

Porucha mikrocirkulacie Spontanne krvacanie

Tobjem plazmy

A OP, A sluchu Interferencia s PKF
chronicka cefalea Vazba na Tr — A funkcie
A kognnitivnych funkcii Ziskana VWCH
Kongestivne srdc. Zlyhanie AITP, LA

dyspnoe
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Kryoglobulinémia — typ I.,I1., Il

CHARAKTERISTIKA. precipitacia pri | TT pod fyziol. hodnotu

 Typ l.: intravaskularna precipitacia — narusenie
cirkulacie / zavazny priebeh resp. lab. nalez/

o Typ II., lll: vazba M-IgM na IgG — charakter J

reumatoidného faktc:
Imunokomplexova choroba : vaskulitida

OBLICKY , KOZA / purpura/, PECEN,
Raynaudov fenomén

D |- HCV: indukovana lymfoproliferativna odpoved
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IgM produktivhe BCDs (n=130)

o

lgM-Secreting BCDs
Other than WM

32%

G.A. Pangalis et al., Clinical Lymphoma, Vol V, 2005
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L% Non LPL/WM — IgM produktivne
BCDs (n=32)

pLceL NHL  Cryoglobulinemia

FL 59,
5% 5%
5% \
BALT 2‘!';:! Eror}(fhus asoc.lymfoid. tkan.
MCL g
12“.'";1 Nodal. Lymfém marginalnej zony
MZL

ELL 34?“ Splenicky lymfém marginalnej zony
12%

CLL

290, MALT 7%

G.A. Pangalis et al., Clinical Lymphoma, Vol V, 2005
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IPSS pre WM - ISSWM

 Pierre Morel, Alain Duhamel, Paolo Gobbi, Meletios Dimopoulos,
Madhav Dhodapkar, Jason McCoy, Enrique Ocio, Ramon Garcia-Sanz,
Steve Treon,Veronique Leblond, Robert Kyle, Bart Barlogie and

Giampaolo Merlini.

Blood 2009;113:4163-4170
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Uni/Multivariate analyses: n=587

Rizikovy faktor Pocet Median 95%CI
patientov survival

Age
<65 254 141 120--153
> 65 333 56 49--63 <0.001

B2M (mg/L)
<3 251 122 103--141

>3 RYAS 63 55--83 <0.001

Hemoglobin (g/L)
<11.5 381 123 110--179

>11.5 205 12 62--84 <0.001

Platelets (109/L.
<100 54 51 32-59

> 100 531 90 83--116 <0.001

a SN (109/L)
<15 53 46 27--74

>15 512 89 80--103 0.002
90 82--110
<70 541
> 70 43 49 37--62 0.002
S- Albumin (g/L) 79 e 89

<35 197
> 35 354 106 92--137 0.001

Blood 2009;113:4163-4170
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