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Lymfomy — lymfoproliferativni
choroby 1.
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°* Epidemiologie
* Etiologie, patogeneze
* Kilasifikace patologicka a klinicka

* Diagnostika a klinické chovani
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Jaké z uvedenych tvrzeni je pravdive?

Nehodgkinské lymfomy jsou prevazné onemocneni mladsiho
veku

Preziti v 10 letech je zhruba 20%
Pravdépodobnost preziti se za poslednich 40 let ztrojnasobila

50% nehodgkinskych lymfomu je mozno pfedejit spravnou
Zivotospravou
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Incidence novotvart mizni a krvetvorné tkané v Ceské republice v letech 2011-2015

MNe-Hodgkiniv lymfom (NHL)

Chronicka lymfocytami leukemie (CLL)

Mnohoéetny myelom a plasmocytami novotvary (MM)
Akuini myeloidni leukémie (AML)

Myelodysplastické syndromy (MDS)

Hodgkindv lymfom {HL)

Chronicka myeloidni leukémie (CML)

Akutni ymfoblasticka leukemie [ALL)

Polycythaemia vera (PV)

Dstatni maligni

Ostatni dysplasticke
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Vék pacientii s novotvary mizni a krvetvorné tkédné v Ceské republice
v letech 2011-2015

Median veku phi diagnoze [roky)

an 40 50 i o] 70 B0
34 et
Akutni lymfoblasticka leukemie (ALL) M = 408
43 et
Hodghkindre lymfom (HL) — M =1 400
G5 let

Chronicka myeloidni leukémie (CML) M =477

67 let
Polycythaemia vera (PV) M =382

87 let
Me-Hodgkindw lymfom (MHL) M=T7 374

B8 let
Akutni myeloidni leukémie [AML) M=1 851

. . P A9 let
Mnohocetny myelom a plasmocytami N =2 701
novobrany (MM) B
7O ket
Chronicka lymfocytami leukémie [CLL) M=3187
75 et
Myelodysplasticke syndromy [MDS) M=1540
348 let

Novotvary mizni a krvetvomne fkané celkem N =21 5370
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Nehodgkinské lymfomy, vekové specificka incidence
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Figure 1.2: Numbers of new cases and age specific incidence rates,
by sex, Hodgkin's lymphoma, UK 2003
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Survival

9
(N

Survive non-Hodgkin
lymphoma for 10 or
more years, 2010-11,
England and Wales

Age that non-Hodgkin
lymphoma survival is
highest, 2009-2013,

England

Preventable cases

Non-Hodgkin
lymphoma cases are
preventable, UK,
2015

Improvement

22% = 63%

he

Mon-Hodgkin
lymphoma survival in
the UK has tripled in

the last 40 years

H. Pylori

Non-Hodgkin
lymphoma cases
caused by infections,
UK, 2015
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Etiologie

Imunosuprese
Infekce (EBV, HTLV1, SV40?)

Chronicka antigenni stimulace (infekce H.pylori,
hepatitis C)
Zevni prostredi, toxickeé vlivy, cytostatika, radiace

Genetické predispozice
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Patogeneze | — vyvoj normalniho B-lymfocytu

Centralni lymfaticky organ
Prekurzorovy B lymfocyt

Periferni lymfatické organy

Zralé (periferni) B lymfocyty
Germinalni Postgerminalni

Pregerminalni
Dlouho zijici Kratce Zijici

Progenitor
B-lymfocytu

Pre-B-lymfocyt

Nezraly
B-lymfocyt

O©-0-0O

plasmocyt plasmocyt

Plastova z6na

Plastovy lymfocyt

>
Naivni
B-lymfocyt
14— Antigen @
Extrafolikularni Pamétowy
amétovy
B-lymfocyt

B-lymfoblast

y
o

Antigen

Centroblast

Marginalni zéna

Prekurzorové B lymfoproliferace:

Periferni B lymfoproliferace:
DLBCL, Burkit, FL, HL MZL, CLL/SLL, LPL, MM

B-ALL/LL

MCL
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Jakeé markery jsou urcCujici pro stanoveni
lymfoproliferace z B bunek?

1. cD3

2. CD5

3. Ch4acCDs8
4. CD19aCD20
5. CD 30

6. CD 34 +TdT
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Jaké markery jsou urcujici pro stanoveni
lymfoproliferace z T bunek?

1. cD3

2. CD5

3. Ch4acCDs8
4. CD19aCD 20
5. CD 30

6. CD 34+ TdT
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Patogeneze Il — Kde se muze néco pokazit?

Immunoglobulin

Vn D(1-n) J(1-n) Cu Cs Cy

\2l V2
o e s S WO 1

Vi V2
e

T cell receptor

J1(1-n) C1 D2 J2(1-n) c2
foo < - - - — -

Somaticka
nypermutace

Rearranged heavy chain gene DNA —EI-I—.—.-“_{ ] <
Cu

V- 2234586

TRANSCRIPTION
RNA SPLICING

Vv DJ Cu

! ! TRANSLATION

Cytoplasmic u chain :[l:]

\" DJ Cu
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Patogeneze Il — uz se to pokazilo:
genetické abnormality

Cytogenetic Antigen Oncogene % of
abnormality Histology rearrangement expression cases
B-cell lymphoma
1(14;18)(g32;g21) FL IgH bcl-2 =~ 90%
DLBCL IgH bel-2 15%-30%
t(11;14)(q13;q32) Mantle cell IgH bel-1 > 95%
t(1;14)(p22;932) MALT lymphoma IgH bel-10 ~ 5%
t(11;18)(q21;q21) MALT lymphoma API2 on
chromosome |l
MALT-1 on
chromosome 18 = 30%
1(9;14)(p13;q32) Lymphoplasmacytic IgH PAX-5
lymphoma
8q24 translocations Burkitt lymphoma c-myc =~ 99%
1(8;14)(q24;932) and variants IgH
1(2;8)(p11-12;q24) Igx
1(8;22)(q24;q11) Ig-A
(3;22)(q27;911) Diffuse (large cell, Ig«x bel-6 (LAZ3)
small cleaved cell)
(3;14)/(q27:932) DLBCL IgH bcl-6 = 35%
T-cell lymphoma
14q11 abnormalities
inv 14(q11;932) Variable TCR-a tel-1
1(10;14)(q24;q11) Variable TCR-a hox-11 (tcl-3)
i(7g)(q10) Hepatosplenic TCR-a ALK
2p23 translocations
(2;5)(p23;q35) ALCL TCR-a Npm
t(1;2)(p21;p23) ALCL TCR-a TPM3
(2;3)(p23;p20) ALCL TCR-a TFG
1(2;22)(p23;q11) ALCL TCR-a CLTCL
inv(2)(p23;q35) ALCL TCR-a ATIC
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WHO klasifikace lymfoproliferaci

Precursor | B-ALL/B-LBL | [T-ALLT-LBL
lymphomas

————— |Allother B-NHL |

eriphera | All other T-NHL
lymphomas

| Hodgkin's lymphoma |
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*  MATURE B-CELL NEORLASMS

¢ Ohronic iymphocytic leukemia /small ymphocyt ic lymphoma

. Maonockona! B-cell ly mphocytoss®

*  B-cell prolymphocytic leukemia

. Splenic marginal zone ymphoma

. Halry cell leukemia

*  Splenic B-cell ymphoma/fleukemia, unclassifiable

+  Splenic dffuse red pulp small B-cell ymphoma

¢ Hairy cell leukemia-vanant

¢ Lymphoplasmacytic iymphoma

. Waldenstrom macroglobulinemia

nal gammaopathy of undetermined signifcance (MGUS), gMm*
. Mu heavy chain disease

*  Gammaheawy chaindisease

. Alpha heavy chain dsease

. Monoclona! gammopathy of undeter minad signifcance (MGUS), gGM*
. Plasma c&ll myeloma

. Soltary plasmacytama of bone

*  bBaracseous plasmacytoma

. Monackonal immunoglobulin deposition d anses”

. Bxtranodal margingl 20ne lymphoma of mucosa-assodiated lymphoid tissue (MALT
ymphoma)

. Nodal margnal zone lymphoma
. Pediatric nodal marginal 20ne lymphoma
. Follicular lymphome

. In situ follicular neoplasia®

Swerdlow S H et al, Blood 2016 127:2375-2390;
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WHO klasifikace B-lymfoproliferaci 2016

Pediat nc-ty pe Tollic ular hmphoma*
Large B-cell ymphoma with |RFQ rearrangement®
Primary cutanaous follicle center ymphoma
Mantie cell ymphoma
In situ mantie cell neoplasia®

Diffuse large B-cell lymphoma [DLBCL), NOS

Germinal center B-cell type*

Activated B-cell type®
T celV/histiocyte-rich large B-cell ymphoma
Primary DLBCL of the CNS
Primary cutaneous DLBCL, leg type
EBV positive DLBCL, NOS*
EBVe Mucocutaneous uicer *
DLBCL associated with chronk inflammat lon
Lymphomatoid granulomatosis
Primary mediastinal (thymic) large 8-cell lymphoma
Int ravascular large B-cell ymphoma
ALK positive large B-cell ymphoma
Plasmablastic ymphoma
Primary effusion ymphoma
HHVE positive DLBCL, NOS*
Burkitt ymphoma
Burkitt-like lymphoma with 11q aberration®
High grade Bcall lymphoma, with MYC and BCL2 and/or BCLE rearmangements®

High grade B< &l lymphoma, NOS*

CZ/HAEM/1118/0059
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Zastoupeni NHL v registru Ceské
kooperativni lymfomove skupiny

0 T 1a5% Celkem 16 985
> pacientu
40 k 11.3.2019
35
30 16 319 ma zadanou
25 18.6% diagnoézu
20
15
10 8.7% 8.3% 9%
3.5% 2.6% 1.7% 2.7%
% 0.6%
L,? | | | | | | - - | - | |
> O R PO & L e
()@ RN o N O » W %{‘\\ {L@(\
C & AL :}' 2}}
L O Q O A\

Czech Lymphoma Study Group
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Klinické (nikoli WHQ!) rozdéleni lymfomu

> Agresivni
> Indolentni

DLBCL (agresivni lymfom) a FL (indolentni
lymfom) tvori celkem cca 60% nemocnych
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Pacientka KH 1950
- Zena, 2012 — postupné rostouci uzlina na krku — 4-5 mésicul
- Prakticky lekar 2 linie ATB
- Objeveni se celkovych pfiznaku — unava, noCni poceni
- Rychlé zhorSeni — narust, polykaci obtize




-

. = p - M h’i n y -
1. LEKARSKA FAKULTA USRS VSEOBECNA FAKULTNi

o XA

UNIVERZITY KARLOVY V. PRAZEL oowii & - ““NEMOCNICE \ PinAic

Co nas dovede k diagnoze
Krevni vysetreni
RTG S+P
USG
PET/CT

biopsie

S A

. odstraneni tumoru na zakladeé peroperacni biopsie
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Kdy bioptovat (extirpovat) uzlinu?

. Je-li vetsi nez 2 cm a pretrvava déle nez 2 mésice a je-
li bez souvislosti s infekci ve spadové oblasti

. Je-li vetsi nez 3 cm a pretrvava déle nez 3 mésice
. Pokud se do mesice zvetsSi na dvojnasobek
. Kdyz nezaberou antibiotika

. Kdyz je postizeni tak velke, jako u pacientky
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Morfologie: hematoxylin-eozin
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Diagnosticke metody

Morfologie: velké vs. malé bb, nodularni vs. difuzni
typ rustu

Imunofenotypizace — imunohistochemie, prutokova
cytometrie : charakteristicka kombinace CD antigenu

Klinicky obraz
Cytogenetika, FISH — hlavné translokace, delece
Molekularni biologie — mutace (DNA)

Genova exprese (GEP) — exprese na urovni
proteint, RNA
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Imunohistochemie, prutokova
cytometrie

Difuzni velkobunécny lymfom z B bunék
DLBCL — agresivni malignita
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Agresivni lymfomy

Kratka anamnéza: tydny az mesice
Bez ohledu na pokrocilost: vylécitelné

Nutno zahajit leCcbu ihned pri diagnoze —
chemoterapie, iImunoterapie  zareni

Vetsinou dobra odpoved na uvodni lecbu
ALE:

relaps znamena vzdy velmi vaznou
prognozu
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Jakou ma pacientka pravdepodobnost
preziti v 5 letech?

1. 25%
2. 50%
3. 75%

4. 100%
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Indolentni Iymfomy

Dlouha anamneza: mesice az roky

Vétsinou pokrocCilé onemocnéeni — nevylécitelne
ALE:

Neni nutno vzdy lécCit jiz pri diagnoze

Dobre zabira na léCbu, Casto relabuje

Relaps (ani opakovany) nemusi byt katastrofou

Riziko transformace — zmény do lymfomu s
vyssim stupném malignity — opakované
histologie
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Pacientka AT, 1950

* Folikularni lymfom, klinické stadium Il
(pokrocCilé onemocnéni)

* Leécba: 8x CHOP (chemoterapie bez
Imunoterapie antiCD20)

°* Progrese 2005, jedna pravostranna axilarni
uzlina

°* Nelécena, pouze sledovana
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Za jak dlouho bude potrebovat IéCbu?

Za 1 rok
Za 5 let
Za 10 let

Za 15 let

a ~ W D =

Za 20 let
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Rijen 2016 — masivni progrese na
mezenterlu — chemoimunoterapie
 R-COP
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Pacientka A-T, 1950
®* Kvéten 2017 — PET-CT negativni
® Kvéten 2019 — ukoncCeni udrzovaci leCby anti-CD20

® V setrvalé 2. kompletni remisi
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Co si odnesu z tohoto seminare?

Lymfomy jsou velmi vzacne, nevim, proC nas s nimi
obtezuji

. Budu na né myslet hlavné u pacientu starsiho véku
. VétSina pacientu s lymfomy ma celkem dobrou

prognozu

. Poté, co dojde k progresi onemocneéni, je prognoza

vzdy Spatha

. Nic, prednaska byla moc slozita a neprakticka






