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"The longer you can look back -
the further you can look forward’

Winston Churchill
Addressing the Royal College of Physicians,

London 1944.

At the time that Churchill was speaking in 1944ikiemia was a
fatal disease that had been identified 100 yeafsrdeThe

disease was described as the dreaded leukemiastesiand
poorly understood.




sl o sIU B gy
ol s # g ova Izl &) G
oI98 1 seih # S (e B33e U #
gebaell dl ua

(YA : Yo)ah s sum




Acknowledgement

First of all, | would like to thank50d, for providing me with
the strength and persistence to finish this work.

| would like to express my greatest thanks dof Or Mervat
Mattar, Professor of Internal Medicine and Clinical

Hematology, Cairo University for her continuous gog and
back-up. With her guidance, | was able to find foyself a
place in the field of Hematology.

| am extremely grateful foDr Ghada Mossallam, Fellow of
Clinical Pathology, National Cancer Institute whidopted the
idea from the first place, and offered her time affdrt in order
to have this work see the light.

| would like to express my thanks ®r Mok _Abdel Mooty Abou
Samra, Lecturer of Medical Oncology, National Cancer Ihgg

for helping me in collecting the samples and orgagi the
results.

| would like to also thank thénternal Medicine & Community
Medicine Departments at th@&ational Research Centre for their
support.

Last but not least, | am much grateful for all pats who shared
in clinical trials and in the fight against malignaliseases. The
fight still continues ...

To all of them, | am greatly indebted ...

Ant




This Work is dedicated
To...

My Parents ...

My Brothers ...

And to -everyone who helped me

accomplish this work ...




Abstract

Chronic myeloid leukemia is one of the myeloproliferative disorders characterized by
t(9;22)(g34;911) known as Philadel phia chromosome. This leads to the formation of a
fusion gene Bcr-Abl tyrosine kinase having properties necessary for malignant
transformation. Imatinib is a leading tyrosine kinase inhibitor that showed marked
cytogenetic responses, but sometimes out casted by presence of resistance. Resistance
has been traced mainly to occurrence of mutations within Ber-Abl domain making it
insensitive to Imatinib. Our aim is to determine the presence of Bcr-Abl kinase
domain mutations among chronic myeloid leukemia patients before and during
therapy with Imatinib. 24 patients at different phases of the disease were recruited and
mutation analysis was done using ASO-PCR for 3 mutations. T315l, M351T, and
E255K. One patient with accelerated phase CML demonstrated presence of M351T
mutation and switched to second generation tyrosine kinase inhibitor Nilotinib.
Further large scale studies are recommended to detect presence of Ber-Abl mutations
and assess their frequency among Egyptian chronic myeloid leukemia.
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