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O Hematoldgiai betegek kdvetése

O Eredeti betegseg relapszusa

O Refrakter/ korai relapszus vs kései relapszus
O Hematoldgiai szé6védmények ellatdsa

O Csontveld elégtelenség

O Immunhidany

O Masodlagos hematoldgiai betegsegek megjelenése



O TUnetek, panaszok

O Altaldnos vérkép
O Fizikadlis vizsgalat
O Képalkotd vizsgdalatok
O Ha eltérés van célzottan
O Refticulocyta, kenet
O Hematinikum
O Hemolysis

O Patholdgiai vizsgdlatok

O Csontveld vizsgdlat



O Sajatos kommunikdcios tényezok
O SzUIdk

O Kordbbi orvos-beteg kapcsolat



Ann Arbor Staging of Lymphoma
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Gyermekkor hematologiai daganatos
betegségek megosziasa

Hemat0|Og | C (' y I I ) Lymphoreticular Most Frequent Types of Cancer in U.S. Children and Adolescents®

. ("d) 4.2% Type of Cancer Children Adolescents
Non-Hodgkin Birth to 14 years | 15-19 years
Iymphoma (approximate (approximate
p tage of cases percentage of cases
(Ilb,c.e) 15.7% S

7 Nephroblastoma & other nonepithelial renal

Other Leukemias (kidney) tumors, including Wilms’ tumor
(lcd.0) 6.0%
[Othex types of cancer (notlistedabove) | 16% ______ [16% 9]

*as reported from 2011-2015
Source: Cancer Statistics, 2019 CA: A Cancer Journal for Clinicians/ Volume 68, Issue 1




Childhood and adolescent cancer statistics, 2014
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CA A Cancer J Clinicians, Volume: 64, Issue: 2, Pages: 83-103, First published: 31 January 2014, DOI:
(10.3322/caac.21219)



Lanyok Fiuk

O vincristine, procarbazine, prednisone, and O Vincristine, etoposide, prednisone, and

doxorubicin (OPPA)- doxorubicin (OEPA)-
O cyclophosphamide, vincristine, O cyclophosphamide, vincristine,
procarbazine, and prednisone (COPP) prednisone, and dacarbazine (COPDAC)

Ez a kurrens protokoll, de milyen volt a 10 évvel ezelbttie



O 5-10% relapszus O Kezelési modalitasok
O Refrakter O Standard kemoterdpia pl. ABVD

O Korai relapszus O Kdzép-dodzis autoldg konszoliddcidval

O Kései relapszus O Autoloég transzplant és fenntarto kezelés



Felnbttek
O Kozép ddzisu kemoterdpia
O Autoldg csontveld transzplantdcid
O Anti-CD30 antitest-gyogyszer konjugatum
O CPI

Gyermekkori stratégia felndttkorban?
O Rizikd specifikus ellatas?



Célzott terapia nincs minden életkori
csoporitban tesztelve

anti-CD30 monoclonal antibody

PD-L1 binds to PD-1 and inhibits Blocking PD-L1 or PD-1 allows
T cell killing of tumor cell T cell killing of tumor cell

___monomethyl auristatin E (MMAE)

(microtubule-disrupting agent) ‘

Tumor cell Tumor cell

receptor-mediated death

endocytosis

CD.-
30 pOsit,-Ve

endosome
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& lysosome

MMAE binds to tubulin and MMAE is released
cell death < disrupts microtubule network by lysosomal proteases




Childhood and adolescent cancer statistics, 2014

AL L - Hispanic
w— ALL - White
—— ALL - Black
w— AML

c
Res

£

-

Q

Q
2

L)

o

8 10 12 14 16 8 10 12 14 16 18
Age at diagnosis Age at diagnosis

CA A Cancer J Clinicians, Volume: 64, Issue: 2, Pages: 83-103, First published: 31 January 2014, DOI:
(10.3322/caac.21219)



o 'v»;:‘.‘ Y S | "r‘-r
MOAcC

Hagyomdanyos terapids modalitasok

O Kemoterdpia
- - — O Szteroid

. e

Allo-SCT*

O Antitestek — Immunterdapia

O lrradidcio

O Csontveld atlltetés - allogén




O Ritkdbban esik a felndttkorra

O Allogén transzplantacio utan donor lymphocyta transzfuzid, photoferezis kezelések
O Ceélzott kezelések (Bispecifikus anfitestek)

O Salvage kemoterdapids kezelées mdasodik transzplantacio eldtt

O CAR-T



How | treat relapsed acute lymphoblastic
leukemia in the pediatric population

Timing of

/ e \

: Immuno-
Site of Relapse

phenotype

Somatic genetic

alterations Prior therapy

Multiply
Relapsed/
Refractory

High Risk
Intermediate i lliing

Risk

Expanding Portfolio of Risk-based Treatment Options

I Chemotherapy/site-directed radiotherapy
B Targeted immunotherapy

Il HSCT

B CAR T-cells (B-ALL)

M Investigational agents

Stephen P. Hunger,Elizabeth A. Raetz, How | treat relapsed
acute lymphoblastic leukemia in the pediatric population,
Blood, 2020,



CAR T-cell Therapy

Remove blood from | T cell

Make CAR T cells in the lab
patient to get T cells OO N e R SRR AR AN

Insert gene for CAR
S

\ T cell

Chimeric antigen
receptor (CAR)

e O CAR-T jelenleg csak fiatal relabdld ALL
B A e esetekben alkalmaztdk

Cancer cell

Antigens Grow millions of
CAR T cells

CART cell

N [Infuse CAR T cells|
Cancer cell | into patient




Célzott kezelések: Apoptosis, proliferaci
szabalyozasa (pl: venetoclax, imatinib)

Death receptors

without

Glezevec®

BCL2 proteins

BCL2

BAX/BAK

Cytc

Caspase-9

Apoptosome

Apoptosis LEUKEMIA
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HosszuU tavy mortal

D\U

gcC anatokban (i

5 éven tUl ritka a relapszus, de a késdi mortalitds nem platozik.

Mertens et al 2001 JCO




O Csontveld elégtelenség

O Cytopenidk
O Immunhidany
O Ig hiany
O Splenectomia, asplenia
O Transzfuzios szovédmenyek
O pl. TA-GVHD Hodgkin-lymphomdaban
O Hemochromatosis

O Kumulativ toxicitdas
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Masodlagos daganatok megjelenése
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Years since diagnoss



O TUnetek alapjan

O Rendszeres orvosi kontroll szerepe a korai diagnodzisban

O SzUrdvizsgdlatok
O Pl. mammographia mellkasi irradidacié utan

O vérkép
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Other genes —
SETBP1 (6.1%)

CALR (0.5%

Tumor suppvessov genes -

RNA sphcmg factor genes - 19%

Transcription factor genes — 21%
- RUNX1 (7
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Eplgenetic regulation genes — 24%

ASXLT (10

TETZ

iDH1 A
IDH2 (2.3%
EZH2 (1.9°
DNMT3A (1.4%)

ASXL2 (0.9%)

Signal transduction genes - 18%
NRAS (6.5%)
- PTPNT1 (3.3%)
CBL (1.9%
- FLT3 (1.9%
KRAS (1.9%)
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O High-risk populations:
O Epipodophyllotoxins (etoposide)
O alkylating agents (cyclophosphamide)
O heavy metals (cisplatin)
O Anthracyclines (doxorubicin)
O autologous HCT
O Screening recommendation:
O CBC

O bone marrow exam as clinically indicated
based on symptoms

Long-Term
Follow-Up
Guidelines
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O ALL- késdi mellékhatdsok

O HL, NHL — korai relapszus

O Toxicitds

O Masodik betegsegek
O Régi és Uj protokollok

O Kommunikacios problémak









