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Abstract

1(8;16) in AML Is usually associated with cytotoxic therapies
and de novo finding is very rare. This subtype Is known to
nave unique characteristics such as hemophagocytosis,
DIC, leukemia cutis and varying levels of CD45 expression.
Prognosis Is poor with overall survival ranging from 4.7 to
18.2 months. The cytogenetic abnormality is mostly
assoclated with M4 or M5 types of AML as shown in our
descriptive analysis of Mitelman database. Our patient had
relapse of AML during consolidation and subsequently
developed DIC during an admission from fall.

Background

1(8;16) (pl1l.2; p13.3)/KAT6A-CREBBP fusion is a rare

Female in her mid 40s with no past history of MDS or
treatment for leukemia/lymphoma or solid organ malignancy
was found to have 16% blasts on her CBC during
evaluation for chest pain/shortness of breath.

Flow cytometry and FISH studies on bone marrow biopsy
confirmed diagnosis of monocytic AML with t(8;16)
KAT6A/CREBBP fusion in 87.2% of nuclel in addition to
~LT3-TKD mutation.

~low cytometry revealed expression of monocytic markers
CD11b (partial), CD14 (partial), HLA-DR, CD36 (partial),
CD64], myeloid markers (CD13, CD15, CD33) and aberrant
expression with CD45 (dim), cMPO, CD56 (partial), CD71
and CD38.

Started 7+3 Iinduction regimen with cytarabine and
daunorubicin; Midostaurin added for FLT3-TKD
mutation.
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Mitelman database analysis of cytogenetic abnormality t(8;16)
n=175 as of 04/18/2022 (database updated quarterly)

. 1(8;16) usually occurs after treatment for AML and around 50%
of patients are deceased in 10 months [3].

The gene involved in 8pll is KAT6A (previously known as MOZ
or MYST3) [5] and encodes the zinc finger MYST3 protein
with acetyltransferase activity in the nucleus [6]. CREBBP
(CREB-binding protein) in 16pl13 is the most common partner
gene for KATO6A.

CREBBP protein plays a transcription regulatory role by
Interacting with DNA-binding protein CREB and thus
histone acetylation [5]. Thus, KAT6A and CREBBP are
essential in embryogenesis, cell differentiation, apoptosis and
proliferation by means of their histone acetyltransferase activity
[7/] and the chimeric gene Is believed to be leukemogenic
through aberrant chromatin remodeling [5,8]. It iIs unknown if the
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t(8;16) without adverse prognostic factors (e.g., complex
karyotype) have a good outcome [1].

developed DIC and care was transitioned to comfort
measures due to lack of improvement.

7 Gervasini C. CREBBP (CREB binding protein). Atlas of Genetics and Cytogenetics in Oncology and
Haematologyhttps://atlasgeneticsoncology.org/gene/42/crebbp-(creb-binding-protein) (accessed 1 May 2022).

8 Panagopoulos |, Fioretos T, Isaksson M, et al. RT-PCR analysis of acute myeloid leukemia with t(8;16)(p11;p13): Identification of a novel

MOZ/CBP transcript and absence of CBP/MOZ expression. Genes Chromosomes Cancer 2002;35:372—-4. doi:10.1002/gcc.10131
9 Mitelman F, Johansson B, Mertens F. Mitelman Database of Chromosome Aberrations and Gene Fusions in Cancer (2022).
https://mitelmandatabase.isb-cgc.org

©Anil Ananthaneni, Taras Benzar, Fatima Igbal, Hugo Akabane; Originally submitted to SOHO 2022 10" Annual Meeting; 09/15/2022


Presenter
Presentation Notes
Export your Powerpoint Poster as a PDF. When printing, select custom size and enter 94 x 46 inches.


			De Novo Monocytic-M5b AML with t(8;16) (p11.2; p13.3) KAT6A/CREBBP fusion and FLT3-TKD mutation: �		Analysis of Mitelman Database�		Anil Ananthaneni, MD1; Taras Benzar, MD2; Fatima Iqbal3; Hugo Akabane, MD2�		1Department of Internal Medicine,  Louisiana State University Health Sciences Center - Shreveport�		2Department of Hematology and Oncology,  Louisiana State University Health Sciences Center - Shreveport�		3MS-III Medical Student,  Louisiana State University Health Sciences Center - Shreveport

