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Origin of lymphoid neoplasms. Stages of B- and T-cell differentiation from which specific lymphoid tumors emerge are
:CLP, common lymphoid precursor; BLB, pre-B lymphoblast; NBC, naive B cell; MC, mantle B cell; GC, germlnai center B
ginal zone B cell; DN, CD4/CD8 double negative pre-T cell; DF, CD4/CD8 double positive pre-T cell; PTC, peripheral T cell.
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Schematic illustration of the phenotypic and genotypic changes associated with the differentiation of B cells and T cells. Not shown are some CD4+,
CD8+ cells (common thymocytes) that also express CD3. Stages between resting B cells and plasma cells are not depicted. CD, cluster of differentiation;

DR, HLA-class IT antigens; Ig, immunoglobulin; TCR, T-cell receptor; TdT, terminal deoxynucleotidyl transferase.
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NHML B

Pre-B-lymfoblast: prekursorova B leukemie, prekurs B
lymfoblasticky

lymfom (podobny = Burkittuv ML s unif B lymfobl infiltr—Hc!).

Naivni B (nestimul): CLL /SCL

Stimulovana B mimo folikl: imunoblasticky ML/difusni
velkobunecny B lymfom extranodalni, lymfoplasmocytoidni
ML,

Stimulovana B ve foliklu: folikularni lymfom, FL: (a) z
plastove zony a
(b) z germinal center. Podle bunecného zastoupeni je to
centroblastom, imunoblastom,nebo anaplasticky typ. FL
muze prejit v difusni velkob ML

Postgerminalni ML ML marginalni zony

Extranodalni ML: MALTOM, dale difusni velkob B ML (stim
mimo LF)



NHML B rada; BCL-2

BCL-2 is a human proto-oncogene located on chromosome 18.

Its product is an integral membrane protein (called Bcl-2) in the ER,
nuclear envelope, and in the outer membranes of the mitochondria.

The gene was discovered as the translocated locus in a B-cell
leu-kemia (hence the name). This translocation is also found in
some B-cell lymphomas.

In the cancerous B cells, the portion of chromosome 18 containing
the BCL-2 locus has undergone a reciprocal translocation with the
portion of chromosome 14 containing the antibody heavy chain
locus. This t(14;18) translocation places the BCL-2 gene close
to the heavy chain gene enhancer.

This enhancer is very active in B cells (whose job it is to synthesize large

amounts of antibody). So it is not surprising to find that the Bcl-2 protein is
expressed at high levels in these t(14;18) cells.
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Non-Hodgkin ML B rady

CLL-SLL: z naive B cells ~ malé Ifc. Prtbéh chron, IéCbou
Ize jeste zpomalit. ZpocC post jen uzliny, pak hepato-
splenomeg, anémie, pak tr-cytopenie. V 5-10%
Richteruv sy (— Imuno-blastom, C-blastom)

Imunocytom, z malych B Ifc po stimulaci mimo folikl v
parakortexu. Castecna difer k plasmocytum. Obs mono-
typicky Ig (jeden tf, jeden If). Pri sekreci Ig vzn para-
proteinémie a B-J bilkovina v moci. Mozna amyloidoza.
IC je morfol korelatem Waldenstr makroglob-aemie a
heavy chain disease ~=

Plasmocelul lymfom ma vS8echny bb diferenc k pl-cytum, ~
kostnimu plc myelomu

Tricholeukémie z B bb, po stimulaci se difer folikularnim sm



Non-Hodgkin ML B rady

Folikularni MLL —skup B lymfomu z bb lymf foliklu

ML z bb zarodecCnych center (skr 2.4): cc a cbl.
Pokud cc je vice nez cbl, je ML benigngjsi nez
cc<cbl. Mezi folikly je komprimovany
parakortex. Pravid rozloz stejne folikly, nizka
mitot aktivita. Translok t(14,18). BCL2 gen =
preskupen, stimuluje tvorbu BCL2 proteinu (Ize
dg IHC)

Lymfom plastové zony z bb plaste, v centru jsou
zpocatku zachov nenad zar centra. Translokace
t(11, 14) s preskupenim a aktivaci BCL-1 genu
(Cyclin D-1)




Non-Hodgkin ML B rady

Difusni velkobunécny lymfom, agresivni, je bud (1)
difusni centroblastom (difusni varianta sekund vzn z
folikularnino ML (bb 4x vétsi nez Ifc, ma 2 jadérka) nebo
(2) extranodalni imunoblastom (jesté vetsi bb, 1 basof
velké jad) v 80% z B bb, ve 20% z T-Cbil ¢i Ibl.
Lymfoblasticky ML z malych B bb = Burrkittav.
Rovnikova Afrika, zejm déti, lokal v dolni Celisti, mimo
Afriku bfisni organy, ledv a ovaria; v 75% transl t(8, 14),
meéneé (8, 22) nebo t(2, 8). Histol starry sky.

Etiol EBV ?

Imunodetekce B rady podle pritomnosti CD20, CD19,
CD22



m
s Activated by Translocation :

Malignancy Affected Genes

Translocation
Chronic myeloid leukemia  (9;22)(g34;q11) Ab1 9g34
ber 22q11
Acute leukemias (AML (4:110g21;923) AF4 4921
and ALL) MLL 1123
(6;11)g27:023) AF6 6927
MLL 11923
Burkitt lymphoma (8:14)(q24:932) c-myc 8q24
lgH 14932
Mantle cell lymphoma (11;14)(q13,032) Cyclin D 11913
lgH 14932
Follicular lymphoma (14;18)(q32;921) lgH 14932
bck2 1821
T-cell acute lymphoblastic  (8;14)(q24;q11) c-myc 8g24
leukemia TCR-¢ 14q11
(10;14)g24;911) Hox 11 10g24
TCR-o 14911
Ewing sarcoma (11;22)(g24,;912) FI-1 11g24
EWS 22q12

Underlined genes are involved in multiple translocations.
AML, acute myeloid leukemia; ALL, acute lymphoblastic leukemia.
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FIGURE 7-33 The chromosomal translocation and associated
oncogenes in Burkitt lymphoma and chronic myelogenous
leukemia.



Non-Hodgkin, T rada

Thymus: Tlymfocyty se postupné diferencuji
(CD4-, CD8-) — (CD4+, CD8+) —» (CD4+CD8-) a
N (CD8+CD4-)
Zralé T Ifc cestuji do periferie (uzliny, kuze)
Mycosis fungoides, periferni CD4+ T cells v koriu,
cerebriformni jadro, epidermotropismus. TFi

stadia:,premykotické, mykotické/tumorosni a
generalizace. Sézaryho sy je leukemicka varianta m.f.

Prekursorovy T lymfoblasticky lymfom z (CD4+, CD8+)
nebo z (CD4-, CD8-) lymfocytu.

Anaplasticky velkobunéény T lymfom: je z Ki-1, CD30+
bb, velkeé prekursorové, blasticke az epiteloidni bunky,



