Mutace a delece TP53 genu u ALL a AML u déti

* Bialelické mutace (homozygot, slozeny heterozygot), monoalelické mutace, monoalelické delece, kombinace mutace na jedné alele a delece druhé
alely

* ICC klasifikace 2022: Myeloid neoplasms with mutated TP53: Multihit TP53 can be confirmed by the presence of 2 or more distinct TP53 mutations
(VAF 2 10%) or a single TP53 mutation associated with (1) a cytogenetic deletion involving the TP53 locus at 17p13.1; (2) a VAF of >50%,; or (3) copy-
neutral loss of heterozygosity (LOH) at the 17p TP53 locus. In the absence of LOH information, the presence of a single TP53 mutation in the context of
any complex karyotype is considered equivalent to a multihit TP53. Monoallelic mutated TP53 AML has a poor prognosis, and thus monoallelic
somatic mutations are allowed in MDS/AML (10-19% blasts in BM/PB) and AML (= 20% blasts in BM/PB) with mutated TP53.

*  Vy33i VAF (> 40%) prognosticky zavaznéjsi ? (data dospélych s AML/MDS: Daver NG, Cancer Discovery 2022, Bernard E, Nature Medicine 2020, u déti
nepotvrzeno). Vyskyt stoupd s vékem. Castéji se vyskytuje u sekundarnich t-AML/MDS.

e Charakterizovana chemorezistenci na standardni 1écbu, po azacytidinu Ci decitabinu se dosahuje |é¢ebné odpovédi, ale preziti kratkodobé, venetoclax
vysledky hypometylacni lécby nezlepsuje. HSCT je benefit pro malé procento pacientd, vysledky zlepsuje redukce VAF pfed HSCT. Cilend lécba zatim
bez efektu.

* uAML déti (~ 2%) nepfiznivy prognosticky faktor, jehoZ vyznam neni odliSny od dospélych, spojuji se s komplexnim karyotypem (a zhorsuji jeho
prognosticky vyznam) (Cucchi DGJ, Br J Haematol 2020, Hara Y, Genes Chromosomes Cancer 2023)

* Pfiinicidlni Dx ALL nalézany u cca 3% déti (37% mélo soucasnou deleci druhé alely): 30% u hypodiploidnich, 12% KMT2Ar, 9% IGH::DUX4, a ve
spojeni s NCI-HR zhosuji progndzu. Velikost TP53 klonu s progndzou nekoreluje. (Ueno H, Blood Adv 2020).

*  Germinalni mutace TP53 (LFS) se nachaziu 1% déti s ALL, 65% z nich ma vyznamnou hypodiploidii 31-39 chromozom, median véku je 15 r, riziko
sekundarnich malignit 25%, progndza se nelisi u pacientl s hypodiploidii s a bez germinalni mutace (Qian M, JCO 2018)

* 12%relapsti BCP ALL a 7 - 13% T-ALL ma alteraci TP53, cca 50% z nich de novo, spojeno s velmi nepfiznivou progndzou (/IGH::DUX4) — non-respondefi
na lécbu, relapsy, progn. vyznam potvrzen mnohorozmérnou analyzou (Hof J, JCO 2011, Hof J, Haematologica 2017, Richter-Pechariska P, Blood Cancer
J 2017, Schinnerl D, Blood Cancer J 2024)

* Klinicka studie ITCC-059 faze Il Iécby CD22+ drefiovych very high risk relapst BCP-ALL s TP53 mutaci a/nebo deleci InO single agent
e CAR-T cells u TP53+ ALL selhavaji (?)



