a1 Gan ) ) vy
STUDY OF RISK FACTORS FOR
ACCELERATED ATHEROSCLEROSIS IN
PATIENTS WITH
RHEUMATOID ARTHRITIS

Thesis
Submitted for partial fulfillment of
The M.D. Degree in Internal Medicine

Presented by

Khaled Fathy El-Hassanein Badawy
MB. Bch, M. Sc. (Internal Medicine)

Under Supervision of

Prof. Dr. Mohamed Salah EI-Din Abd El-Baky
Professor of Internal Medicine
Faculty of Medicine, Ain Shams University

Prof. Dr. Hassan Galal Mourad

Professor of Radio-Diagnosis
Faculty of Medicine, Ain Shams University

Dr. Adel Mahmoud Ali
Assistant Professor of Internal Medicine
Faculty of Medicine, Ain Shams University

Dr. Dahlia Abd ElI-Mohsen Hussein
Assistant Professor of Internal Medicine
Faculty of Medicine, Ain Shams University

Dr. Hanan Mohamed Farouk
Lecturer of Internal Medicine
Faculty of Medicine, Ain Shams University

Faculty of Medicine

Ain Shams University
2006

*}\C;«a}\&\ﬂ



JSaal) oyl i) luatl duall jladl) Jalge A o
ohaiall 3 gila g M o sa g
o0 el BbL1 ) oY1 8 oy sSIN drys e Jgeaoedd Bib g dadile Wl
$5% Omilwald) A% MK [ cuudall
Aol AbU 21 e e
Cilsf e sl
B de Gual) #3la daaa [ gasal) ALY

Aol b1 2! o1 Blsd

O Al — L) S
A e Pl e [ gasal) Ay
i) daiY) Sl
O Al — L) S
5 dgaaa Jile [ ) gisall
Aol AboLJ) 21 s ¥ ds s Bl
o o Amalr — Sl A8
i Cpinnal) dis L2 [ 5 g8
Gl ALl 21 s dsluns Slaud
O Al — L) S
oL daaa lia [ 3 giSal)
Aol AbU 21 oY1 ey
o o Amelr — Sl A8

) s

»

o el
2006

AN ERCRNRNR

; ~

’;4“;" jl -‘_\S‘\\\\\i‘\\
\ \
s L2l 8 /.‘ . _4\,\\.\.\_\‘\\



First of all, | wish to express my sincere thanks,
great indebtedness and supreme gratitude to
my great and kind GOD ...
without his wide mercifulness; | wouldn’t be ...
without his kind guidance; | wouldn’t do ...
without his generous gift; | wouldn’t see or hear,

know or learn.

I would like to express my cordial thanks and
deep gratitude to

Prof. Dr. MOHAMED SALAH EL-DIN

ABD EL-BAKY

Professor of Internal Medicine
Faculty of Medicine, Ain Shams University,
for his kind supervision, valuable advices,
constant help and continuous encouragement
all through my work.

I wish also to express my great thanks and
deep gratitude to



Prof. Dr. HASSAN GALAL MOURAD

Professor of Radiodiagnosis
Faculty of Medicine, Ain Shams University,
for his kind supervision and unlimited help in
offering all the facilities for this work.

I would like to express my profound thanks
and great gratitude to

Dr. ADEL MAHMOUD ALY

Assistant Professor of Internal Medicine
Faculty of Medicine, Ain Shams University
for his kind supervision and unlimited help in
offering all the £acilities for this work.

I wish also to express my great thanks and
deep gratitude to



Dr. DAHLIA ABD EL-MOHSEN

HUSSEIN

Assistant Professor of Internal Medicine,
Faculty of Medicine, Ain Shams University
for her sincere help, kind advices, precious
remarks and great patience.
Really, she gave me generously of her expensive
time to put this thesis in its best way.

I would like to express my profound thanks
and great gratitude to

Dr. HANAN MOHAMED FAROUK

Lecturer of Internal Medicine
Faculty of Medicine, Ain Shams University
for her kind supervision and unlimited help in
offering all the facilities for this work.

At the end, I would express my sincere
gratitude and great indebtedness to those who
gave me everything and not waiting for any
reward ... to those who scarified themselves for

my sack, to those who offered me all their time



and effort happily, to my great parents;
PROFESSOR DR. FATHY BADAWY

DR. MADIHA FADEL

to whom I owe more than words can express.

I would like to thank my sincere and lovely
wife for her endless encouragement and sincere
help.

I won't forget you my lovely daughters

KHADEJA, AAESHA AND FATEMA

Ly 92 il pp2

i sadl
\,wllzlt £3) Al oA

Khaled Fathy



CONTEN

TITLE PAGE
LIST OF ABBREVIATONS A
LIST OF FIGURES B
LIST OF TABLES D

INTRODUCTION AND AIM OF THE WORK

REVIEW OF LITERATURE

Chapter 1 :RHEUMATOID ARTHRITIS

Chapter 2 : ATHEROSCLEROSIS

46

Chapter 3 : RHEUMATOID ARTHRITIS

AND ATHEROSCLEROSIS

101

PATIENTS AND METHODS

154

RESULTS

162




DISCUSSION 205
SUMMARY 220
CONCLUSION AND RECOMMENDATIONS 224
REFERENCES 226

ARABIC SUMMARY

A ABEREVRNN

Abs Antibodies

ACL Anticardiolipin Antibodies
CHD Coronary heart disease
CRP C-reactive protein
CvD Cardiovascular disease
DIPJ Distal interphalangeal joint




EBV

Ebstein-Barr virus

ESR Erythrocyte sedimentation rate

Hb Hemoglobin

HDL High-density lipoprotein
HLA Human leucocyte antigen
hsCRP High-sensitive C-reactive protein
ICAM Intercellular adhesion molecule

IL Interleukin

IMT Intima-media thickness

LDL Low-density lipoprotein
MCPJ Metacarpo-phalangeal joint
MHC Major histocompatibility

complex

PG Prostaglandins

PIPJ Proximal interphalangeal joint

RA Rheumatoid arthritis

RAI Ritchie Articular Index
T.G. Triglycerides

™J Temporomandibular joint
TNF-a Tumor necrosis factor - alpha
VAS Visual Analogue Scale
WBCs White blood cells

4T OF FIGURRN




NUMBER

NAME

PAGE

INFLAMMATION IN THE

RHEUMATOID JOINT

11

CYTOKINE SIGNALING
PATHWAYS INVOLVED IN
INFLAMMATORY

ARTHRITIS

27

PATHOLOGY OF

RHEUMATOID ARTHRITIS

31

ATHEROSCLEROTIC
LESION IN A HUMAN

ARTERY

61

ACTIVATING EFFECT OF
LDL INFILTRATION ON
INFLAMMATION IN THE

ARTERY

63

ROLE OF MACROPHAGE

INFLAMMATION OF THE

ARTERY

64

EFFECTS OF T-CELL
ACTIVATION ON PLAQUE

INFLAMMATION

65

THE CYTOKINE CASCADE

66




ENDOTHELIAL
DYSFUNCTION IN

ATHEROSCLEROSIS

67

10

FATTY-STREAK
FORMATION IN

ATHEROSCLEROSIS

69

11

FORMATION OF AN
ADVANCED, COMPLICATED
LESION OF

ATHEROSCLEROSIS

71

12

UNSTABLE FIBROUS
PLAQUES IN

ATHEROSCLEROSIS

73

13

GRAPH COMPARING
BETWEEN PATIENTS AND
CONTROL REGARDING HDL

& HOMOCYSTEINE

167

14

GRAPH COMPARING
BETWEEN PATIENTS AND
CONTROL REGARDING

PLAQUES

167

15

CAROTID DUPLEX OF RA
PATIENTS WITH
THICKENED IMT

AND PLAQUES

203




16

ECHOCARDIOGRAPY OF RA
PATIENTS WITH

DIASTOLIC DYSFUNCTION

205




4/STOF TRRRN

NUMBER

NAME

PAGE

DISTRIBUTION OF JOINTS

INVOLVED IN RA

35

Mallaya and Mace Index

44

COMPARATIVE STUDY
BETWEEN RA PATIENT
AND NORMAL CONTROLS

USING STUDENT'S T TEST

165

COMPARATIVE STUDY
BETWEEN PATIENTS OF
RA AND NORMAL
CONTROLS USING CHI

SQUARE TEST

166

CORRELATION BETWEEN
HOMOCYSTEINE,
FIBRINOGEN, ACL IgG, IMT
AND PLAQUES NUMBER
WITH OTHER
PARAMETERS

169

COMPARATIVE STUDY

176




BETWEEN RA PATIENTS
OF MALAYA AND MACE
GRADE Il AND THOSE OF
GRADE 111 USING

STUDENT'S T TEST

COMPARATIVE STUDY
BETWEEN PATIENTS OF
RA OF MALAYA AND MACE
GRADE Il AND THOSE OF
GRADE 111 USING CHI

SQUARE TEST

177

COMPARATIVE STUDY
BETWEEN PATIENTS OF
RA OF NORMAL AND
ELEVATED
HOMOCYSTEINE LEVEL

USING STUDENT'S T TEST

181

COMPARATIVE STUDY
BETWEEN PATIENTS OF
RA OF NORMAL AND
ELEVATED
HOMOCYSTEINE LEVEL

USING CHI SQUARE TEST

182

10

COMPARATIVE STUDY

BETWEEN PATIENTS OF

186




RA WITH AND WITHOUT

PLAQUES USING

STUDENT'S T TEST

11

COMPARATIVE STUDY
BETWEEN PATIENTS OF
RA WITH AND WITHOUT

PLAQUES USING CHI

SQUARE TEST

187

12

COMPARATIVE STUDY
BETWEEN PATIENTS OF
RA RECEIVING AND NOT
RECEIVING
METHOTREXATE/FOLATE

USING STUDENT'S T TEST

191

13

COMPARATIVE STUDY
BETWEEN PATIENTS OF
RA RECEIVING AND NOT
RECEIVING
METHOTREXATE/FOLATE

USING CHI SQUARE TEST

192

14

DESCRIPTIVE DATA OF
THE PATIENT GROUP

CLINICAL DATA

193

15

DESCRIPTIVE DATA OF

THE PATIENT GROUP

196




