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AML is a heterogeneous malighancy
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FAB classification: Morphology
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World Health Organization (WHO) Cytogenetic findings: predict prognosis
AML with recurrent genetic abnormalities Favorable Intermediate Unfavorable
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AML, not otherwise categorized Survival at 5 years COMPLEX MECHANISM




centromere EVI1 (3926.2)

Ecotropic viral integration site 1

3921 @ 1GATA2
*RPN1

3426 &\ Evit
1+ MDS1

T TRAIL

telomere

Critical role in development and leukemogenesis

EVI1: complex locus
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EVI1 overexpression ‘

3921926 rearrangements
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Clinical features

erythroid and megakaryocytic dysplasia
elevated platelet count

minimal response to chemotherapy and poor prognosis

OBJETIVOS

1. Impacto prondéstico de la sobreexpresion de EVI1 en
leucemia mieloide aguda

2. Mecanismos de sobreexpresion del gen EVI1

3. Papel de Evi1 como factor de transcripcion




Material
Human Tissue Panel
21 normal tissues

Human Cell Lines
16 myeloid cell lines

Patient Samples
80 cases with 3q rearrangements
476 AML cases at diagnosis

Centro de Investigacion Cancer (CIC)
Hospital La Fe Salamanca

Valencia
Hospital de la Santa Creu i Sant Pau
Barcelona

Hospital Negrin
Las Palmas, Canarias

EVI1 overexpression in AML (No. 476)

Prevalence
good: 4%
intermediate: 13% p p<0.001

poor: 37%

Association

p<0.001

younger patients with EVI1-1C overexpression had significantly
worse overall survival

Age<60 years Age>60 years
—No —No
I Ves wo Yes
p(LR)=0.005 P(LR)=0.900

Cumulative Survival
Cumulative Survival

014 01 5

—7— r—r———1——1——T1——T1—
S22 104 155 208 260 N2 364 46 465 520
Overall Survival (weeks)

L e e RN S AU |
52 104 1% 208 20 32 3s4 416 465 520
Overall Survival (weeks)

— EVI1 in diagnosis

younger patients with EVI1-1C overexpression had significantly
worse event free survival
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3q rearrangements and EVI1 overexpression
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Analysis of the methylation status of EVI1 and MDS1EVI1 promoters
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Identification of transcription factors within the proximal promoter

region of EVI1
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