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ABSTRACT

Background: Antiphospholipid antibodies have been associated with variety of conditions. There is no
standard health associated reference values required for the interpretation of ant1phosphohp1d antibodies result
available among adults in North- eastern Nigeria and Nigeria in general. The aim of this study is to determine
the normal serum level (cutoff point) in healthy adult Nigerians. The need or otherwise for stratification of the
reference values by sex would also be determined.

Methods: Seventy-six healthy adults' medical students and health workers were enrolled in the study over the
period of twelve consecutive months. Blood samples were taken for quantification of antiphopholipid
antibodies using Enzyme Linked Immunosorbent Assay (ELISA) technique Apparently healthy adults age
between 16-50years who are neither human immunodeficiency virus positive nor VDRL positive were
included in the study Reference values were calculated by parametric method. ‘

Results: The mean serum concentration of IgG Antid,GP1 for the sample population was 21.43 +9.43 U/ml.
The mean serum concentration of IgG Antid,GP1 for males was 18.6 £ 7.6 U/ml while for the female sample
population was 22.7+10.2U/ml. There is no gender variation (P> 0.05).

Conclusion: The reference value for serum antiphospholipid antibodies in healthy adults in Northeastern
Nigeria was 21.43 + 9.43 U/ml. The reference values should be used in this environment for both sexes.
Extension of the scope of the study to cover the entire homogenous society of Northern Nigeria is

recommended.
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INTRODUCTION

A reference value is a value obtained by observation
or measurement of a particular type of quantity on a
reference individual for the purpose of
measurement'. The International Federation of

Clinical Chemistry demands that reference values be

established apriori by a laboratory that serves the
. reference population.

Antiphospholipid antibodies (APA) are a group of
heterogenous circulating auto antibodies primarily
directed against negatively charged phospholipids
compounds’. These antibodies share in common
reactivity to phospholipids alone or bound to plasma
protein co-factor (s) or to the co-factors themselves.
The patients with antiphopholipid antibodies may
present with a variety of conditions. These include
autoimmune diseases such as lupus,
lympho })roliferative disease and some forms of
cancers . Awide range ofneurological disorders like
myasthenia gravis, seizures,
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migraine headaches and transient global amnesia
have been associated with APA.*Also, APA causes
antiphospholipid syndrome (APS), which 1is a
clinical syndrome that presents with abnormal
clotting / clots in vein, arteries and capillaries,
recurrent spontaneous abortion usually during the 2™
or 3" trimester, thrombocytopenia, Livedo reticularis
(a lacey, mottled appearance to the skin),
falsepositive test for syphilis serology and
persistently and substantially raised (>20units)
circulating (IgG) anticardiolipin antibodies and / or
the circulating lupus antibodies detected using
prolongation of the activated partial thromboplastin
time’. Monitoring and management of these disease
conditions demand that the concentration of APA of
these patients be compared with reference values
obtained from the same population.’. Therefore, the
study aims at establishing apriori adult health
associated reference values for adults in North-
eastern Nigeria using University of Maiduguri
Teaching Hospital Laboratory.
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DESIGN

Seventy -six healthy adults' medicals students and
health workers of university of Maiduguri Teaching
Hospital, in Northeastern Nigeria were recruited
over twelve consecutive months after informed
patient's consent.

Approval was obtained form the Ethical committee
of the University of Maiduguri Teaching Hospital.
Individuals who had history of migraine headache,
diarrhea within the last one month, positive VDRL
test, HIV positive result, ingestion of drugs known to
interfere with the result were excluded.

Blood sample was obtained into plain bottles for the
estimation of antiphospholipid antibody using
Enzyme linked immuno-sorbent Assay [ELISA]
. technique. Samples were centrifuged immediately
after clot retraction, aliquot was used to determine
the HIV and VDRL status of the individual and the
remaining sample stored at 20 ° C. Bindazyme MK
040 kit ofthebinding site Ltd, Birmingham, UK was
used to estimate serum concentration of Human Anti
4, GPI IgG Control sera for antiphospholipid
antibodies were used to determine the quality of the
assay and only the batch's containing control sera
results within control limits were accepted for the
study. ‘

All data were entered into computer and analyzed by
SPSS and EPI info version 6.04. Data were analyzed
by Analysis of variance ANOVA, Chi square + test
and student t test were used to compare means.

RESULTS

Seventy six subjects made up of 46 (60.5%) females
and 30 (39.5%) males were studied. The average age
was 26.37 +3.97 years. The female to male ratio was
1.5:1, with a mean age of 25.98+4.02 yrs and
26.79+3.88 years respectively. The age and sex
distribution follow the normal (Gaussian)
distribution curve. .

The mean serum concentration was 21.43+9.4U/ml,
median 20U/ml and with a range of 10-42.3U/ml at
confidence interval of 95%. The group peak serum
concentration was within the range of 11-20U/ml.
The mean serum concentrations of Antia2GplIgG
were 18.6 = 7.6 and 22.7+ 10.2U/ml in males and
females respectively. Gender variation was not
statistically significant with an F=3.51, (df) 1 and p
value 0f0.065).
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Tablel Age and Gender distribution of subjects

Age in years Males Females Total
16-25 9 25 34
26-35 19 17 36
36-45 2 4 6
Total 30 46 76

Figurel Bar chart showing serum concentration
among male and female subjects
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' GENDER
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CONCENTR
DISCUSSION

Antiphospholipids are a hereterogenous family of
antibobodies that react to negatively charged

. phospholipids or phospholipid- protein complexes

and are associated with diverse clinical situations *°
that cut across all sub specialty of medicine.
Determining a reference values is certainly not a cost
free operation particularly for different age and sex
groups’, which may explain the absence of reference
values for APA in Northeastern Nigeria, a poor
resource setting where there is no functional National
Health Insurance Scheme. To the best of our
knowledge, APA reference value has never been
established by any laboratory in Nigeria, hence the
dearth of information on the subject matter. To avoid
possible seasonal variation, samples were obtained
for a period of 12 months’. Subject based reference
values uses earlier result(s) from the same individual
in certain state of health as a reference. Unlike subject
based reference values, population based reference
values may require stratification into demographic
groups to improve its usefulness’. There was no
previous study of the normal value of
antiphospholipid antibodies in this population for
comparison.
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The mean value of antiphospholipid :antibodies was
21.43+9,43 U/ml. Hénce a cut- off point of <21U/ml
was considered. The:value is similar to the value
estimated by the manufacturer, 20U/ml.

The mean serum concentration was :18.57IU/mL for
males and 22.04IU/mL for femalés, with (p =
0.065).Thus, the difference was not statistically
significant .and could not satisfy the stratification
criteria of Harris and Boyd . :Therefore, the
established reference values should be used for both
male and female adultin Northeastern Nigeria.

CONCLUSION  ©.

Antid, 1GPIgG occurs:iin normal healthy adults with

the mean concentration of 21.43U/mland a reference

ranged 2.6-40.3u/ml is suggested.

There is no gender variation in serum concentration

of antid1IgG among healthy adults in North Eastern

Nigeria. Extending the scope of the study to cover the

homogenous s001ety of Northern Nigeria is

recommended. ; 1

REFERENCE = i

1.  Solberg HE.: Establishment of reference
values. In: Burtis CA, Ashwooed ER ,eds. Tietz
textbook of :elinical Chemistry, 2™ ed:
Philadelphia: WB Saunders,1994: 400-484

2.  Asherson RA,Derkson R, Harris EN,
Hughes GRS. Chorea in systemic lupus and
lupuslike disease: association with
antiphospholipid antibodies Semin Arthritis
Rheum.1987; 16: 253-259.

3.  Nahass GT. Antiphospholipid:antibodies and

Antiphopholipid antibody syndrome. Journal
of the American Academy of Dermatology
1997;36: 149-170.

4, Hughes GRY. The antiphospholipid
syndrome: ten:years on. The Lancet 1993;
342:341-344. -

5 Luong T, Rand JH, Wu X, et al. Seasonal
distribution of: antiphospholipid antibodies.
Stroke 2001;32:1707-1717 |

Nigerian Journal of Clinical Practice Sept. 2007, Vol.10(3) Antibodies among healthy adults Y. W Nyandaiti et.al-

10

11.

12

13

-Holmes EW, Khan SE, Molnas PABerme JR

EW. Verification of reference ranges using

‘Monte Carlo sampling Technique. Clin. Chem.

1994; 12:2216-2222

Gadzama AA. Reference values for serum
urea and electrolytes in Kano. A dissertation
submitted to West African C o 1 1 e ge of
Physicians. 1999 pp..9

McFarlane H, Akingkugbe OO,:Adejuwon
AC, Oforofou TAO; Onayemi OA; Longe O,
Ojo OA , Reddy S. Biochemical normals in
Nigerians with particular reference to
Electrolytes and Urea. Clinical Chemical Acta.
1970;29:273-281.

Cross KS, Patmas MA. Antiphospholipid
antibody and lyme disease: A possible
Association. Journal of Spirochetal and Tick-
borne disease 1999; 6: 103-104.

McFarlane H, kingkugbe OO, Adejuwon
AC, Oforofou IAO; Onayemi OA; Longe O,
0joOA, Reddy S: Biochemical normals in
Nigerianswith  particular reference to
Electrolytes and Urea. Clinical: Chemical
Acta. 1970;29:273-281.

Levine JS, Ware Branch D, Rauch J. The
antiphospholipid syndrome. N Engl J of Med.
2002;346:752-763.

Loskshin MD. Antiphispholipid: antibody
babies, blood clots, blology JAMA 1997;
277:1549-1551.

Boumpas DT, Fessler BJ, Austin 111 HA, et
al. Systemic lupus Erythematous :* Emerging
concepts. Annals of Internal medicine 1995;
123: 43-53.

215





