10§lDé‘l_U'éloélD'él_u'élDé‘_Ué‘lo'élD'§l0'§lDé‘D%‘D%‘D%‘D%‘D%‘D%‘D‘X WDH
)

5, i L L ..:-:
et bl b k|
@ ASUNET

datiy bl i gl | it

m-)@(-o,—)&‘o.—)@(..;o-—)@(-:cpw&-c.—)@-m-—)@(qa-)@(—m—)&qo.—)@(qop)&qop)&qo-—
AN AN N NN N AN NEANTAE

¢
%é
?
%é
?
?
?
%é
¢
?
?
%é
?
%é
?
%Ié
?
%Ié




lO%lDé‘_U'éloélD'él_u'élDé‘_Uélo'élD'§l0'§lDé‘D%‘D%‘D%‘D%‘D%‘D%‘D‘X W

A
i
o

datiy bl i gl | it
i '

” s
A
» 4
\Guinl

"“""h.‘

af

ot g

L 4

L

head) oz
wbls

m-)@(-o,—)&‘o.—)@(..;o-—)@(-:c,-)@&-c.—)@-m-—)@(qa-)@(—m—)&qo.—)@(qop)&qop)&qo-—
AN AN N NN N AN NEANTAE

¢
%é
?
%é
?
?
?
%é
¢
?
?
%é
?
%é
?
%Ié
?
%Ié




lO%lDé‘_U'éloélD'él_u'élDé‘_Uélo'élD'§l0'§lDé‘D%‘D%‘D%‘D%‘D%‘D%‘D‘X W

A
i
o

S bt Wi
shoid)
il it ek

@ ASUNET

datiy bl i gl | it

it

=
) odd (s

*d

issh
9 Mol
i il (09 @i

Ny
alf galsadl oan Giss

* & ¢o

&

i
O e

o il Bl o unkitiad ] il
g il

&a‘:?.m

dlg g Sl Guiga
e died

RPN EET DY o
@ ASUNET

Shad) s
~—

m
Y
ﬂ' :
-

m-)@(-o,—)&‘o.—)@(..;o-—)@(-:c,-)@&-c.—)@-m-—)@(qa-)@(—m—)@(qo.—)@(qop)&qop)&qo-—
AN AN N NN N AN NEANTAE

¢
%é
?
%é
?
?
?
%é
¢
?
?
%é
?
%é
?
%Ié
?
%Ié




lO%lDé‘_U'éloélD'él_u'élDé‘_Uélo'élD'§l0'§lDé‘D%‘D%‘D%‘D%‘D%‘D%‘D‘X WDH
)

5, st BB --::_
e bl b k|
@ ASUNET

datiy bl i gl | it

op)ég-op)&m.—)@(qo-—)@(qcp)@&-c.—)@qo-—)@(qnp)@(—.w—)@(qop)@(qop)@l(o,..-)@(qo.-

A

W
AN AN N NN N AN NEANTAE

DélDé‘Dé‘lDéloélnﬂé‘lDé‘lDé‘Déloéloé‘Dé‘Dé‘Dé‘Dé‘Dé‘Dé‘Dé‘D'




g
§
§
§
§
§
§
§
;}
§
§
§
§
§
{
§
§
§

P e Ba
! i s La
e bl b k|
@ ASUNET

datiy bl i gl | it

m-)@(-o,—)&‘o.—)@(..;o-—)@(-:c,-)@&-c.—)@-m-—)@(qa-)@(—m—)@(qo.—)@(qop)@o,.-)@(..m—
O EH AT OSSOSO

¢
%é
?
%é
?
?
?
%é
¢
?
?
%é
?
%é
?
%é
?
%é




TREATMENT OF LEUKEMIC RELAPSE AFTER
ALLOGENEIC BONE MARROW
TRANSPLANTATION, DONGOR LEUKOCYTE
INFUSION AS A NEW THERAPEUTIC OPTION

Bssay |
Submitted in Partial Fulfillment for

The Requirements of

The Master Degree in
Clinical Pathology

Professor of Clinical Pathology
Faculty of Medicine
Ain Shams University

Dr. Manal Fawzy Gabr
Assistant Professor of Clinical Pathology ™
Faculty of Medicine o ety
Ain Shams University —

Dr. Yasir Ahmed Shawky

Lecturer of Clinical Pathology
Faculty of Medicine
Ain Shams University

Faculty of Medicine
AIN SHAMS UNIVERSITY
2002

/



-




Acknowledgment

jimf 0/ a/g j/me:i foAllah, w/Lo granfec[ me f/Le power to

wccompllsh this worh.

Wy doepest gratitude and sincere appreciation to Prof.
Tarif Hamza Salam, /Qroﬂ o/ Clnical  and Chemical
/Jal,%o/agy, Jdin S/Lama Un[uerdify, /@»« his inalga,aemaéﬂz ?uic[anc-e
and advice; Mis over readiness ﬂ)r /Lego and support and his expert

touches. Vo words of appreciation are sufffciont for his gonerous
cooperations. really had the honour of Aal/ing- his supervise this
work. |
Jv[eartz/y thanks to Alssist. /9,«0/. Manal Fawzy Gabr,
Asist. Prof. of Clinical and Chemical Phathology, Ain shams

?//n[uerdifg, /%r Ler instructive :ju/oeruidion, gncourugemenf anc[ /or

o/ﬁgring me mucA o/ lLer time a,nc[ e//ort. |
Wany L%anéd to Q‘)r. Yasir Ahmed Slzawky, o[]ecfurer

o/ c/inica/ ana/ C/wmica//oaflaogagy, _/4£n dlzamd Uniuemiég, /49/'

/u'd greai 5u/3/90rf, Lina/ aa/t/ice ana/ ua/uaé/e duggedtion.







CONTENTS

Title Page

Introduction and Aim of the Work 1
Chapter 1: Bone Marrow Transplantation 5

A- Characterization of hematopoietic progenitor stem cell 7

B- Histocompatibility and donor selection 8
C- Type of BMT 10
D- Sources of hematopoietic cells 10

E- Applications of BMT 14

F- Complications of BMT 18
1- Graft versus host disease (GVHD) 20
1 2- Graft rejection or failure 30
3- Relapse of malignancy 33
. 4- Infections 37
« 5- Secondary malignancy 40
6- Veno-occlusive disease of the liver 41

7- 1diopathic pneumonia syndrome 41

8- Regimen related toxicity . 43
Chapter II: Donor Leukocyte Infusions 45
A- Graft versus leukemia (GVL) 45
~ B- Induction of remission 48
C- Types of remission and method to diagnose 53
D-Complications 53
E- Data included in DLI report 62
F- Different strategies of D.L.L. 63
1- Generation of bcr-abl specific cytotoxic T- 63

lymphocytes by using dendritic cells pulsed with
. ber-abl peptide

2- Treatment with leukemia-reactive cytotoxic T- 65

lymphocytes




- Title Page
3- Dendritic cells stimulate the expansion of PML-RAR 66
. alpha specific cytotoxic T-lymphocytes
4- Herpes simplex virus-thymidine kinase suicide gene 68
transfer into donor lymphocytes for control of
allogenic graft versus leukemia.
G- Method of D.L.IL 69
H- Role of DLI in treatment of infectious complications of 72
B.M.T.
I- Resistance to D.L.I. 73
Summary | 75
References 80

Arabic Summary

-

o



ALL
AML
APC
APL
BM
BM
CD
CML
CMV
CTL
DC
DLI
EBV
FISH

LIST OF ABBREVIATIONS

Acute lymphoblastic leukemia
Acute myeloblastic leukemia
Antigen presenting cells

Acute promyelocytic leukemia
Bone marrow

Bone marrow transplantation
Cluster of differentiation
Chronic myeloid leukemia
Cytomegalovirus

Cytotoxic T-lymphocytes
Dendritic cells

Donor leukocyte infusions
Epstein barr virus
Fluorescence in situ hybridization

GMCSF-  Granulocyte monocyte colony stimulating factor

GVHD
HHVé6
HSV
HSV-TK
IFN-a
1L

IPS
LAK
LFA
MDS
MILC
MM
MNCs

Graft versus leukemia

Human herpes virus-6

Herpes simplex virus

Herpes simplex virus - Thymidine kinase
Interferon-a

Interleukin

Idiopathic pneumonia syndrome
Lymphokine activated killer cells
Leukocyte functioning antigen
Myelodysplastic syndrome
Mixed lymphocyte culture
Multiple myeloma

Mononuclear cells



MO Abs

PBL
PBSC
PCR
PCV
PGE,
PML

PMNCs*

RFLP
r.h ILz
TBI

UDCA
VNTR
vOD

Monoclonal antibodies

Natural killer cells

Peripheral blood lymphocytes
Peripheral blood stem cells
Polymerase chain reaction
Polycythemia Vera

Prostaglandin E;

Promyelocytic leukemia
Polymorph nuclear cells

Retinoic acid receptor

Restriction fragment length polymorphism
Recombinant human interleukin —2
Total body irradiation

Tumor necrosis factor
Ursodeoxycholic acid

Variable number tandem repeats
Veno occlusive disease



LIST OF TABLES

No. Title Page
1 | Application of bone marrow transplantation 17
2 | Complications of BMT 19
3 | Overall clinical grading of severity of| 23
GVHD

4 | Incidence of GVHD among recipients of | 30
allogenic non T-cell-depleted and T-cell
depleted BMT for early leukemia

5 {Factors influencing response of recurrent| 52

CML to donor lymphocyte infusions




-

or -

.
o



