HEMATOL TRANSFUS CELL THER. 2020;42(S2):S1-S567

S185

a 19 anos, houve crescimento médio anual das taxas por LPA
(5,3% [ExpB = 1,053, IC = 1,002 - 1,106]) e OLNE (2,6% [ExpB =
0,974,1C = 0,955 - 0,995]) e reducdo da taxa de LMA (1,6%, [ExpB
=0,984, IC = 0,972 - 0,996]). As taxas por todas as neoplasias e
demais subtipos nao apresentaram alteracdes. No grupo de 20
a 49 anos, houve crescimento médio anual das taxas de mor-
talidade por OLL (4,5% [ExpB = 1,045, IC = 1,020 - 1,071]), LPA
(8,7% [ExpB = 1,087, IC = 1,036 - 1,142]) e reducéao da taxa de
LMC (5,1% [ExpB = 0,949, IC = 0,924 - 0,974]). As taxas por todas
as neoplasias e demais subtipos ndo apresentaram alteragoes.
Na faixa etdria de 50 anos ou mais, houve crescimento médio
anual das taxas de mortalidade por todas as leucemias (0,8%
[ExpB = 1,008, IC = 1,004 — 1,011]), LMA (1,5% [ExpB = 1,015, IC
= 1,009 - 1,021]), LLC (1,0% [ExpB = 1,010, IC = 1,005 - 1,016]),
OLL (2,7% [ExpB = 1,027, IC = 1,008 — 1,047]), OLM (2,0% [ExpB =
1,020, IC = 1,007 - 1,034]), LPA (8,3% [ExpB = 1,020, IC = 1,020 -
1,149]) e OLNE (0,7% [ExpB = 1,007, IC = 1,003 - 1,011]) e reducéo
na taxa por LMC (2,6% [ExpB = 0,974, IC = 0,959 - 0,988]). Nos
demais subtipos nao houve alteracdo. Discussdo: Apesar da
taxa ajustada de mortalidade por leucemia nao ter se alterado
no periodo, houve importantes variagdes em alguns subtipos
e faixas etarias. O aumento da mortalidade por leucemias esta
intimamente ligado ao aumento de sua incidéncia, o que pode
justificar o crescimento das taxas de mortalidade de alguns
subtipos. Porém, o crescente aumento observado na taxa de
mortalidade por LPA em todas as faixas etérias é, no minimo,
intrigante, e fomenta a conducéao de estudos completares para
melhor entender suas possiveis causas. Conclusdo: Os resulta-
dos deste estudo evidenciam a importéancia do fortalecimento
de politicas publicas voltadas ao diagndstico precoce e cor-
reto, bem como ao acesso ao tratamento dos pacientes com
leucemia, com especial atengdo para a LPA e para populagao
idosa, afim de aumentar a sobrevida destes pacientes.
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Background and aims: CRLF2 overexpression is a molec-
ular biomarker associated with increased risk of relapse in
T-cell acute lymphoblastic leukaemia (T-ALL). Our group has
recently shown that this alteration is associated with muta-
tions leading to the stabilization of intracellular NOTCH1.
The molecular mechanisms underlying CRLF2 dysregulation
have not been identified in T-ALL yet, therefore we aim to
further investigate and identify those mechanisms. Mate-
rial and methods: Controlled access data of T-ALL samples
from Therapeutically Applicable Research To Generate Effec-
tive Treatments (TARGET) and public data on human cell lines
from the Cancer Cell Line Encyclopedia (CCLE) were analysed
in this study. Patients data were categorised according to
clinical-demographic, T-ALL maturation, molecular and CRLF2

gene expression profiles. RNA-seq, WES and cell lines data
of H3K27ac ChIP-seq were evaluated. Results and discussion:
Two hundred and sixty-four patients with T-ALL were grouped
into CRLF2 expression quartiles with patients located in the
upper quartile being considered CRLF2 -high (n = 65) and the
remainder CRLF2 -low group (n = 199). CRLF2 overexpression
was observed in 65.22% (15/23) of ETP patients (p = 7.579e~%).
In addition, by analysing human T-ALL cell lines we identified
LOUCY, a classical ETP-ALL cell line, MOLT13 and ALL-SIL as
those with higher CRLF2 expression levels. ETP-ALL is the most
immature T-ALL subtype that has a unique gene expression
profile and is associated with overexpression of some tran-
scription factors, e.g. MEF2C. Similarly, CRLF2 -high patients
presented a MEF2C high expression profile (p = 8.266e~%),
even when ETP patients were excluded (p = 0.0029), suggest-
ing that MEF2C might be associated with the dysregulation
of CRLF2 expression in T-ALL. Akin to our previous observa-
tion that NOTCH1-PEST/FBXW7 mutations are associated with
CRLF2 -high and that MEF2C is potentially playing a syner-
gistic role with NOTCH1 constitutive activation, we observed
that patients with coexisting NOTCH1/FBXW7 mutations and
MEF2C overexpression exhibited CRLF2 -high (p = 0.0021). In
addition, H3K27ac data from LOUCY and ALL-SIL revealed
transcriptional activity in the CRLF2 promoter and adjacent
regions where we observed MEF2C binding sites. Conclusions:
CRLF2 -high is frequently found in ETP-ALL and this transcrip-
tional dysregulation is associated with both the presence of
NOTCH1 activating mutations and MEF2C overexpression. Our
preliminary results suggest that MEF2C might play a regulatory
role in CRLF2 abnormal transcriptional control in the T-ALL
scenario.
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Objetivo: Compreender a utilizacdo do transplante de
células-tronco hematopoiéticas como terapia para a leucemia
mieléide aguda. Materiais e métodos: Trata-se de uma revisdo
da literatura disponivel na base de dados Pubmed. O método
utilizado na escolha dos artigos foi dedutivo comparativo.
Foram avaliados 18 artigos completos, publicados em inglés
entre os anos de 2015 e 2020, bem como, que se adequavam ao
tema proposto. Resultados: O TCTH pode ser utilizado como
tratamento tanto nos casos de hemopatias quanto em neo-
plasias. A doagdo pode ser alogénica, autdloga e singenica.
Estas células podem ser provenientes nio s6 da medula 6ssea
como também do sangue periférico e do corddo umbilical.
Na LMA faz se necessario o uso da quimioterapia para a
remissao das células anormais, e a realizacdo da imunossu-
pressdo de suas células imunoldgicas para posteriormente ser


https://doi.org/10.1016/j.htct.2020.10.311
http://crossmark.crossref.org/dialog/?doi=10.1016/j.htct.2020.10.312&domain=pdf
https://doi.org/10.1016/j.htct.2020.10.312
http://crossmark.crossref.org/dialog/?doi=10.1016/j.htct.2020.10.313&domain=pdf

