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Abstract
Objective—To determine the prevalence
of thrombocytopenia in a group of
patients suVering from the antiphospholi-
pid syndrome (APS) and to investigate
whether these patients may have any par-
ticular clinical or serological features.
Methods—Retrospective analysis. A group
of 171 APS patients seen in our
department were studied for the presence
of thrombocytopenia. Clinical and sero-
logical features of these patients were
analysed by standard methods and each of
them was correlated to the presence of
thrombocytopenia and compared with
those found in the group without
thrombocytopenia.
Results—Each of the patients studied had
a minimum of three platelet counts during
the follow up period. Forty (23.4%) were
found to have thrombocytopenia; 13 with
persistently low and 27 patients with
intermittently low platelet counts. There
were no statistically significant differences
in sex, age, disease duration or diagnosis
when compared with the group of APS
patients without thrombocytopenia.
Thrombocytopenia was associated with
thrombosis in 18, with miscarriages in
five, and with both of these features in 13
patients. It was the only manifestation of
the APS in four patients. All patients had
persistently positive tests for antiphos-
pholipid antibodies concomitantly with
the low platelet counts. No significant
association was found between the
presence of thrombocytopenia and clini-
cal or serological manifestations in APS
patients.
Conclusion—This study showed a preva-
lence of thrombocytopenia of 23.4% in
APS. These patients did not present any
significant clinical or serological features
that distinguish them from those patients
without thrombocytopenia.

(Ann Rheum Dis 1997;56:194–196)

Thrombocytopenia is frequently found in
patients with the antiphospholipid syndrome
(APS) and is usually mild (70-120 × 109

platelets/l) and benign, with no intervention
required. In a few cases it can be severe and
may require aggressive treatment. Low platelet
counts may appear occasionally as the sole
manifestation of APS, but are more usually
found along with the other APS manifesta-
tions. Apart from some reports of an

association between thrombocytopenia and
antiphospholipid antibodies in systemic lupus
erythematosus (SLE) and primary APS
(PAPS),1–4 data available concerning the preva-
lence, clinical and serological associations of
thrombocytopenia in patients with the APS are
still scarce. Recent studies have also shown that
the prevalence of thrombocytopenia in patients
with PAPS is similar to that seen in patients
with SLE associated APS.5 6

In this study we have established the
prevalence of thrombocytopenia in a large
group of APS patients and determined
whether these patients presented any particular
clinical or serological association when
compared with the APS patients without
thrombocytopenia.

Patients and methods
A retrospective analysis of the prevalence, and
clinical and serological associations of
thrombocytopenia was performed in 171 APS
patients attending the lupus clinic at St
Thomas’s Hospital, London. The histories of
all the patients were carefully reviewed and
each patient was interviewed at least once. A
three page questionnaire containing all clinical
and serological APS related features was used
in interviewing each patient. Patients were
divided in two groups, with and without
thrombocytopenia, and their details were
entered into a computerised registry.
A history of arterial or venous thrombosis, or

both, or recurrent miscarriages or thrombocy-
topenia with positive tests for antiphospholipid
antibodies on at least two occasions were taken
as criteria for diagnosis of APS.7 Only throm-
botic events verified by objective diagnostic
methods were included in the study. Recurrent
miscarriages were defined as two or more preg-
nancy loss in women without any gynaecologi-
cal, anatomical or other causes. Thrombocyto-
penia was considered a clinical feature of APS
when platelet counts of less than 150 × 109/l
were found on a minimum of two occasions.
Platelet counts were performed routinely in
each APS patient attending the clinic (that is,
every three to six months). Low platelet counts
found in pregnant women receiving anticoagu-
lation treatment (heparin) or in APS patients
receiving immunosuppressive treatment were
excluded from the study. These criteria were
taken as the starting points of disease duration
for each patient.
The two groups of APS patients were further

subdivided into three subgroups. The first sub-
group included APS patients without any
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feature of autoimmune connective tissue disor-
ders and therefore diagnosed as PAPS.8 The
other two subgroups were lupus-like disease
(LLD) associated APS diagnosed in patients
with fewer than four of the American Rheuma-
tism Association criteria for the classification of
SLE9 and SLE associated APS diagnosed in
patients with four or more criteria for the clas-
sification of SLE.9

All laboratory tests were performed by
standard methods. The lupus anticoagulant
(LA) test was not performed while patients
were receiving anticoagulant treatment.
Anticardiolipin antibodies (aCL) were ex-
pressed in IgG and IgM phospholipid units
and were reported as negative (<5 units), low
positive (5 to 20 units), medium positive (20 to
60 units), or high positive (>60 units). Serum
samples were tested at a dilution of 1:10 for
antinuclear antibodies by indirect immun-
ofluorescence on mouse liver and kidney
sections. Positive samples were further tested
on Hep-2 cells for patterns of antinuclear anti-
bodies and on Crithidia luciliae for double
stranded DNA antibodies. Antibodies against
extractable nuclear antigen were analysed by
counterimmunoelectrophoresis in which rab-
bit kidney and human spleen were used as a
substrate.
Association between the presence of throm-

bocytopenia and clinical or serological features
was tested by ÷2 analysis of contingency tables.
Strength of the association was measured
through calculation of the odds ratio as
described by Fleiss.10 A value of p<0.05 was
taken to indicate the statistical significance.

Results
All patients studied (n=171) had a minimum
of three platelet counts during the follow up
period. Forty (23.4%) APS patients were
found to have thrombocytopenia; 13 with per-
sistently and 27 patients with intermittently
low platelet counts. Severe thrombocytopenia
(<50 × 109/l) was found in six (17.6%) patients
at some point during the follow up period.
Small sample was a limiting factor for
statistical analysis of their characteristics and
comparison with the group of remaining 34
patients with moderate thrombocytopenia. A
higher percentage of SLE associated APS
(55%) was found in the thrombocytopenic
group (table 1). However, statistical analysis
did not show significant diVerences in diagno-
sis between two groups of APS patients as well
as in the other parameters studied, such as sex,
age, follow up or disease duration (table 1).
Table 2 compares clinical and serological

characteristics of APS patients with and
without thrombocytopenia. Statistical analysis
did not show any significant diVerences in
parameters studied. Thrombocytopenia was
the only manifestation in four APS patients.
These patients were persistently positive for
antiphospholipid antibodies. All of them had
positive IgG aCL (one high, two medium, and
one low); two had positive IgM aCL (one
medium and one low); and three had positive
LA. In 18 patients thrombocytopenia was
associated only with thrombosis, only with

miscarriages in five, and with both of these fea-
tures in 13 patients. Miscarriages were more
frequent in APS patients with thrombocytope-
nia (57%) when compared with the patients
without thrombocytopenia (44%), but the dif-
ference did not reach statistical significance
(p=0.072). The two groups of APS patients
did not present any other particular diVerence
in clinical profiles and laboratory findings
(aCL and LA).

Discussion
Previous studies have reported a similar preva-
lence of thrombocytopenia in smaller numbers
of APS patients.4 5 11 A higher prevalence of
thrombocytopenia in men was reported in
three groups,12–14 while others found no signifi-
cant diVerences.15–17 Other characteristics, such
as age and duration of disease, did not modify
the expression of thrombocytopenia in our
group of APS patients. Cervera et al11 found a
similar result in a cohort of 1000 SLE patients

Table 1 Main demographic characteristics of APS
patients with and without thrombocytopenia

With
thrombocytopenia
(n=40)

Without
thrombocytopenia
(n=131)

Sex
Male 5 19
Female 35 112

Age (years; mean (SD)) 35 (9.5) 38 (10)
(range) (19-60) (15-71)
Disease duration (years;
mean (SD)) 8.1 (5) 6.7 (4)

(range) (1.5-23) (1-24)
Follow up period (years;
mean (SD)) 6.2 (4.2) 5.8 (4.8)

(range) (1-9) (1-12)
Diagnosis
Primary APS (%) 11 (27) 60 (45)
SLE associated APS
(%) 22 (55) 53 (40)
LLD associated APS
(%) 7 (8) 18 (14)

APS: antiphospholipid syndrome; SLE: systemic lupus
erythematosus; LLD lupus-like disease.

Table 2 Clinical and serological characteristics of APS
patients with and without thrombocytopenia*

Clinical and serological
manifestations

Patients with
thrombocytopenia
(n=40)

Patients without
thrombocytopenia
(n=131)

Thrombosis - arterial 17 (42.5) 69 (53)
- venous 18 (45) 71 (54)

Recurrent thrombosis 25 (62.5) 80 (61)
Miscarriages 20/35 (57) 49/112 (44)
Livedo reticularis 10 (25) 21 (16)
Raynaud’s 3 (7.5) 7 (5.3)
Heart valve involvement 11 (27.5) 30 (23)
Haemolytic anaemia 2 (5) 5 (4)
Migraine 11 (27.5) 34 (26)
Chorea 2 (5) 1 (0.8)
Epilepsy 8 (20) 16 (12)
Multiinfarct dementia 3 (7.5) 11 (8.5)
Positive lupus
anticoagulant 31/37 (83.8) 87/117 (74)

Positive anticardiolipin
antibodies
IgG: 33 (82.5) 98 (75)
low 5 (12.5) 29 (22.1)
medium 12 (30) 38 (29)
high 16 (40) 31 (23.7)

IgM: 14 (35) 33 (25)
low 8 (20) 18 (13.7)
medium 5 (12.8) 8 (6.1)
high 1 (2.2) 7 (5.3)

*Statistical analysis did not show any significant diVerences in
parameters tested in the two groups. Figures in parentheses are
percentages.

Thrombocytopenia in the antiphospholipid syndrome 195

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/ard.56.3.194 on 1 M
arch 1997. D

ow
nloaded from

 

http://ard.bmj.com/


with and without APS. Our study also did not
find any significant diVerence in the prevalence
of thrombocytopenia in patients with PAPS
and in those with SLE or lupus-like disease
with associated APS. Similarly, Vianna et al6

concluded that the presence of SLE did not
influence the expression of APS symptoms in a
multicentre study of 114 APS patients. They
found a higher prevalence of thrombocytope-
nia (34%) in APS than our study.
A causal relation between antiphospholipid

antibodies and thrombocytopenia still remains
unclear and data available on these matters are
controversial. Thrombocytopenia was recog-
nised early on as a complication in patients
with LA activity.18 19 Later, it was also found in
patients with high titres of IgG aCL
antibodies.2 Delezé et al4 in a study of
haemocytopenias in 500 SLE patients found
that thrombocytopenia was strongly associated
with IgG and haemolytic anaemia with IgM
aCL isotype. Both aCL isotypes were present
when patients had thrombocytopenia and
haemolytic anaemia (Evan’s syndrome).
Furthermore, Cervera et al11 found an associa-
tion of IgM isotype with both of these features.
Our study could not confirm these findings as
the distribution of antiphospholipid antibodies
including LA was similar in patients with and
without thrombocytopenia. The retrospective
nature of our study and methods applied, the
diVerence in the number of APS patients stud-
ied, and spontaneous changes in the titres of
IgG and IgM aCL antibodies during the follow
up period are some of the factors that could
explain these diVerences.
Increased concentrations of antiphospholi-

pid antibodies have been found to be common
in patients with idiopathic thrombocytopenic
purpura (ITP), but no clinical significance or
role in mechanisms of thrombocytopenia were
found.20 In an earlier study, about 30% of ITP
patients had a positive aCL test at the time of
diagnosis.21 Four of our patients had thrombo-
cytopenia as the only APS manifestation. APS
in these patients was diagnosed as they had
persistently positive tests for antiphospholipid
antibodies concomitantly with low platelet
counts. There are some suggestions that plate-
let activation is increased in patients with posi-
tive antiphospholipid antibodies.22 Fabris et al23

provided evidence that platelet antigens in
patients with phospholipid associated second-
ary immune thrombocytopenia (SLE, APS)
were diVerent from those of primary ITP and
that surface glycoproteins were not involved.
ITP cases were frequently found to have a
higher titre of other antibodies, such as ANA,
and were diYcult to distinguish from other
autoimmune disorders that could have
associated thrombocytopenia.24 In a recent
review of all aspects of thrombocytopenia in
APS,Galli et al25 suggested that, if required, the
same treatment as for ITP should be
considered. They also concluded that
moderate thrombocytopenia did not modify
the treatment policy of thrombosis in APS.
In conclusion, our study found the

prevalence of thrombocytopenia of 23.4% in

APS. No statistically significant diVerences
were found that could distinguish this group of
APS patients from the group without
thrombocytopenia.
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