L= R A
AIN SHAMS UNIVERSITY

Assessment of Serum IL-15 in
Adult Acute Leukemia Patients

Thesis

Submitted for Partial Fulfillment of MD Degree
In Internal Medicine

By
Mahmoud Soliman Sheeba

MB.,B.Ch.. MS.
Faculty of Medicine, Ain Shams University

Prof. Dr. Mohamed Mahmoud Moussa

Professor of Internal Medicine and Haematology
Faculty of Medicine - Ain Shams University

Prof.Dr.Emad Abd El Mohsen Abd El Hady

Assistant Professor of Internal Medicine and Haematology
Faculty of Medicine - Ain Shams University

Dr. Mohammad Abd-Allah Shazly

Lecturer of Internal Medicine and Haematology
Faculty of Medicine - Ain Shams University

Dr. Nour EL Hoda Hussien Abdallah

Lecturer of Internal Medicine and Haematology
Faculty of Medicine - Ain Shams University

Faculty of Medicine
Ain Shams University
2019






Acknowledgment

First and foremost, I feel always indebted to ALLAH, the
Most Kind and Most Merciful.

I'd like to express my respectful thanks and profound

gratitude to Prof. Dr. Mohamed Malvnoud Moussa,
Professor of Internal Medicine and Haematology, Faculty of

Medicine - Ain Shams University for his keen guidance, kind
superuvision, valuable advice and continuous encouragement, which

made possible the completion of this work.

I am also delighted to express my deepest gratitude and
thanks to Prof. Dr. Emad Abd Il Molsen Abd Ol
JOady, Assistant Professor of Internal Medicine and Haematology,
Faculty of Medicine - Ain Shams University, for his kind care,

continuous supervision, valuable instructions, constant help and

great assistance throughout this work.

I am deeply thankful to Dr. Mohanmmad Abd-Allah
Shazly, Lecturer of Internal Medicine and Haematology, Faculty of
Medicine - Ain Shams University, for his great help, active

participation and guidance.

I wish to introduce my deep respect and thanks to
De. Your EL Fboda FOussien Abdallalh, Lecturer of
Internal Medicine and Haematology, Faculty of Medicine - Ain

Shams University, for her kindness, supervision and cooperation in

this work.

Mabmoud Soliman Sheeba



List of “Contents

Title Page No.

List of Abbreviations ..o 5
List of Tables ..o 12
List of FIQUTES ....oooveiiicc s 15
INtroduction ........ccccoiiiiii e 1
Aim of the WorK........ccoooiiiiiiicc e 19
» Acute Lymphoblastic Leukemia ...........cccccocoviininiiniiinnnnnn, 20

»  Acute Myeloid Leukemia.........cc.ccoovvvniiiininiiiinieen, 46

m Interleukin-15 ..o 79
Subjects and Methods ... 93
ReESUIES ..o e 101
DISCUSSION ..t 129
SUIMIMNATY ..o bbbt enee e 141
Conclusion and Recommendations..........c.ccocoviiiinninicnnnnnne. 144
References ... e 146

Arabic SUMMATrY .....ccoooeiiieiieieeeeeeeeeeeeeeeeeee e, —



CIntroduction &

Abb. Full term

W-KG....ooovvens o-ketoglutarate

2-HG ................... 2-hydroxyglutarate

ABL1................ Abelson Murine Leukemia 1

ADC.................. Antibody-Drug Conjugate

ADCC................. Antibody-Dependent Cell-Mediated
Cytotoxicity

AICD .................. Activation Induced Cell Death

AIDS................... Acquired Immune Deficiency Syndrome

ALL ... Acute Lymphoblastic Leukemia

Allo-SCT............ Allogenic Stem Cell Transplantation

AML.................. Acute Myeloid Leukemia

APCs ... Antigen Presenting Cells

APL .................... Acute Promyelocytic Leukemia

ASXL1............... Additional Sex Combs-Like

ATL .................... Adult T cell Leukemia

ATO.................... Arsenic Trioxide

ATRA ................. All-Trans-Retinoic Acid

AYA .................... Adolescents and Young Adults

BCL-2 gene........ B-Cell Lymphoma 2 Gene

B-CLL................ B-Chronic Lymphocytic Leukemia

BCP.......c.coo..... B-Cell Precursor ALL

BCR......ovvvvrnns B cell receptor

BCR-ABLI1......... Breakpoint Cluster Region-Abelson murine
leukemia 1

BiTE................... Bispecific T cell Engager

C&Ckines.......... Cytokines & Chemokines

CARTcells....... Chimeric Antigen Receptor-Modified T Cells

CBC.......... Complete Blood Picture

CBF-P................ Core Binding Factor Beta

CD.....ccvvvvveeeen. Cluster of Differentiation

CDC................... complement dependent cytotoxicity

CDKN2A/B........ Cyclin-Dependent Kinase Inhibitor 2A/B

CEBPA.............. CCAAT-Enhancer Binding Protein A

5


http://en.wikipedia.org/wiki/ATRA

CIntroduction &

............

............

............

............

............

............

............

Full term
Centigray
Cytoplasmic IgM

v-kit Hardy—Zuckerman 4 feline sarcoma viral

oncogene homologue

Chronic Myeloid Leukemia

Chronic Myelomonocytic Leukemia
Complete Molecular Response

Chronic Neutrophilic Leukemia

Central Nervous System

Complete Remission

Composite Complete Response

Complete Remission Duration
cAMP-Response Element Binding Protein
CR with incomplete count recovery

CR with incomplete hematologic recovery
Cytokine Receptor-Like Factor 2
Cytokine Release Syndrome
Cerebrospinal Fluid

Colony Stimulating Factor 1 Receptor
Computerized Tomography

Cutaneous T cell Lymphoma

Cytotoxic T lymphocytes

C-X-C Motif Chemokine Ligand 10

C-X-C Motif Chemokine Receptor 3
Dual-Affinity Retargeting

Dendritic Cells

Deletion

Disease-Free Survival

Dynamic International Prognostic Scoring
System

Deoxyribonucleic Acid

DNA Methyltransferase 3A




CIntroduction &

DS...... Down Syndrome

Abb. Full term

EATL.................. Enteropathy - Associated T cell Lymphoma
EBF1 .................. Early B-Cell Factor 1

EBF1-PDGFRB Early B-cell factor 1-platelet-Derived Growth
Factor Receptor-8

EBV.................... Epstein-Barr virus

ECOG................. Eastern Cooperative Oncology Group

EFS......cccooeveee. Event Free Survival

ELISA ................ Enzyme Linked Immunosorbant Assay

ELN......cccoovvenes European Leukemia Net

EPOR................. Erythropoietin Receptor

ERK1/2............... Extracellular Signal-Regulated Protein
Kinases 1 and 2

ESR .....ccoovvvvnnns Erythrocyte Sedimentation Rate

ETP ALL ........... Early T-Precursor ALL

ETV6-RUNXI1.... Runt-Related Transcription Factor 1

EVI1 gene.......... Ecotropic Viral Integration Site 1 gene

EZH2 gene ........ Enhancer of Zeste Homolog 2 gene
FAB classification The French—American—British classification

FAP .......cccvvve. Fibroblast Activation Protein

Fc region........... The fragment crystallizable region
FDA. ... Food and Drug Administration
FISH.................. Fluorescence in Situ Hybridisation
FL ..o, Follicular Lymphoma
FLTS.................. FMS-Like Tyrosine Kinase 3
G-CSF ................ Granulocyte Colony Stimulating Factor
GEP..........cc.... Gene Expression Profiling

GO ..o Gemtuzumab Ozogamicin
GVHD................ Graft versus host disease
HCT.................... Hematopoietic cell transplantation
HD ... High Dose

Hdac-1 ............... Histone Deacetylase 1




CIntroduction &

HDAGCs............... Histone Deacetylases

HIV.................... Human Immunodeficiency Virus

Abb. Full term
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