THE ROLE OF ANTI-PHOSPHOLIPID
SYNDROME AUTOANTIBODIES IN
CIRCULATORY SYSTEM AND CARDIO-
CEREBRO- VASCULAR DISEASES

A Thesis submitted
By
Hisham Yousif Mohammed Ali
M.B.;Ch.B, M.Sc.

To
The Council of the College of Medicine
University of Mosul

In partial fulfillment of the requirements for
Doctor of Philosophy Degree
In

Microbiology/Bacteriology

Supervised By
Prof. Dr. Zainalabideen A. Abdullah

2006 A.C. 1427 A.H.



Abstract 1A\Y

ABSTRACT

Objectives: 1.To study the role of anti-phospholipid autoantibodies
among circulatory system and cardio- cerebro- vascular events in patients
under 50 years of age. 2. To identify the types and effective isotype of
some important antiphospholipid antibodies which are lupus
anticoagulant (LA), anticardiolipin (aCL), anti-beta2 glycoprotein I
dependent (anti- B 2-GPI), and anti-phosphatidyl serine (aPS) in the
studied diseases. 3. To find out any concomitant effect of autoantibodies
not specific to antiphospholipid syndrome in particular antinuclear
antibody (ANA), rheumatoid factor (RF), and anticardiolipin of Venereal
Disease Research Laboratory (VDRL) test. 4. To find out the prevalence
rate of any associated cases of thrombocytopenia (TP) as a subsequent
effect of these autoantibodies. 5- To correlate the results of the elements
studied with the serum concentration of both C reactive protein (CRP)
and C4 complement.

Subjects and Methods: This study was carried out on 150 patients and
30 healthy individuals as a control. The patients were suffering from
different cardiac, cerebral, and arterial or venous thromboembolic events
attending mainly the Teaching and General Hospitals in Mosul, Dohuk,
and Erbil Cities, during the period between 1% March 2004 and 1* March
2005. The studied cases were under 50 years of age, and had no
recognizable risk factors and were not diagnosed previously as systemic
lupus erythematosus. The cases were categorized into 3 main groups. The
first consisted of 50 patients with deep vein thrombosis of the legs
(DVT), the second included 50 patients with stroke and/or TIAs, and the
third enrolled 50 patients with myocardial infarction and/or angina. The
activated partial thromboplastin time (APTT) was used for LA estimation
and ELISA assay was used to test for aCL (IgG& 1gM), ap 2-GPI (IgG &
IgM), and aPS (IgG & IgM). The ANA, RF, VDRL, CRP, and C4
complement component were tested by different immunoserological
methods. The thrombocytopenic status was diagnosed by estimation of
platelets counts.

Results: The DVT related to APS was diagnosed in 21/50 (42%) of
patients and the correlation was significant with the LA (P < 0.05), total
IgG aCL isotype (P < 0.025), and IgG a 3 2-GPI (P < 0.025) while, the
correlation was lacking for IgG aPS. The strokes and/or TIAs related to
APS were diagnosed in 22/50 (44%) of patients and a significant
correlation was reported among patients with I1gG plus IgM aCL (p<
0.05), IgG ap 2-GPI (p< 0.05), and 1gG aPS (p< 0.05). The cases of MI
and/or angina related to APS were diagnosed in 20/50 (40%) and a
significant association was found with IgG aCL isotype (concentrations
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above 30 units/ml), IgG af} 2-GPI (p< 0.025), and IgG aPS (p< 0.05).On
the other hand, the correlation was lacking for IgM isotype of all the
APLAs tested in the studied patients. Different combined profiles of
APLAs were detected, but the aCL plus afj 2-GPI was the predominant
profile detected in 20% of cases with DVT and in 18% with stroke and
MI and/or angina respectively. It was found that high CRP levels (> 12
mg/l) were significantly (p < 0.05) detected among APLAs positive
patients than in negative ones. The raised CRP concentrations were
reported in 23.8% APLAs patients with DVT events, 36.4% stroke and/or
TIAs, and 40% premature coronary events. In addition, cases with TP
status were diagnosed in 19% DVT patients, 22.7% stroke and/or TIAs,
and 30% MI and/or angina. The ANA positive test was detected in
APLAs patients with DVT (14.3%), stroke and/or TIAs (22.7%), and MI
and/or angina (15%). Moreover, the RF positive test was recorded in
APLAs patients who suffered from DVT (14.3%), stroke (13.6%), and
MI and/or angina (10%). Among APLAs patients, low C4 levels were
estimated in14.3% of DVT, 13.6% stroke, and 15% MI and/or angina
cases. The FP-VDRL test was found in 38.1% DVT and APLAs positive
test, 50% stroke, and 40% MI and/or angina patients.

Conclusions: The LA, aCL, and a} 2- GPI were found to be the
predominant antibodies in DVT patients. The aCL, af} 2- GPI, and aPS
antibodies have shown to play a significant role in the development of
stroke and/or TIAs while, ap 2-GPI and aPS antibodies play a significant
role in MI and/or angina events. The IgG class of all the APLAs was
found to be the effective isotype. In APLAs positive patients, the ANA
and RF positive tests and low C4 levels were detected in some cases and
may represent active disease forms with risk of recurrences or evolving
cases into other autoimmune disorders. Therefore, a panel testing for
APLAs specific and non-specific parameters in suspected patients is a
prudent for the diagnosis of this syndrome.
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