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Abstract:

Objective: To gain further understanding of the antiphospholipid syndrome( APS) . Methods: An-

alysing clinical and laboratory data on ten cases of APS. Results: Thrombocytopenia appeared in all cases.

Venous thrombi of limbs appeared in five cases and neurological abnormalities in two cases. Renal impair-

ments were found in three cases. One case manifested left renal venous thrombi and the other two cases throm-

botic microangiopathy. Budd-Chiari syndrome was found in one case. One of the ten cases was catastrophic

APSCCAPS) presented as acute diffuse swelling, cyanosis, pain, ischemia and necrosis in fingers and limbs,

recurrent shock, ascites, hepatic and respiratory dysfunction. Anticoagulants and corticosteroids could be ef-

fective for dealing with APS. It was critical to treat catastrophic APS with anticoagulants or plasmapheresis as

early as possible. Conclusions: APS shows variable manifestations for good prognosis, but catastrophic APS

has fatal risk. The main treatment for APS is the use of anticoagulants and immunosuppressives.
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INTRODUCTION

APS is the sum total that covers a series of
clinical manifestations, caused by antiphospho-
lipid antibodies ( APL) associated with habitual
abortion or intrauterine fetal death, arterial and
venous thrombus, thrombocytopenia and hemo-
lytic anemia. APL, a complement-fixing anti-
body reacting with extracts from bovine hearts,
was detected in 1906 in patients with syphilis.
The relevant antigen was later identified as car-
diolipin ( Pangborn, 1941). In 1983, a more
sensitive solid-phase immunoassay for anticardio-
lipin antibodies ( ACL.) was developed, and the
ACL detected were strongly associated with lupus
anticoagulant antibodies( LAC) and thrombosis.
The term " APS” was first coined to denote the
clinical association between APL and a syndrome
of hypercoagulability ( Alarcon-Segovia et al.
1989). The most commonly detected subgroups
of APL. are LAC and ACL. The specificity of
ACL for APS increases with titer and is higher
for the IgG than the IgM isotope. The APS shows

various manifestations associated with multiple
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organ damage. It is seldom reported in China
and prone to be misdiagnosed. We collected ten
cases of APS and analysed them.

MATERIAL AND METHOD

All ten cases were female with average age of
37.4 years (18 — 58 years old). The diagnosis
of APS was according to international consensus
statement on preliminary classification criteria for
definite antiphospholipid syndrome ( Wilson et
al.> 1999) and the diagnosis of systemic lupus
erythematosus ( SLE ) to the standard of the
American Rheumatic Association in 1982. APS
may be divided into two categories: " Primary”
APS occurring in patients without clinical evi-
dence of another autoimmune disease and ”sec-
ondary” APS occurring in association with anoth-
er autoimmune disease .

Serum antinuclear antibodies ( ANA) were
detected by fluorescein-labelled method, normal
titre < 1:20. Anti-Smith antibodies were deter-
mined by immuno blotting technique, mnormal
value was negative. Anti-dsDNA antibodies were
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measured by gold-labelled method> normal value
was negtive. Anticardolipin ( ACL) antibodies
(IgG) were measured using an ELISA kit. If the
ratio of the OD between the patient sample and
the control serum was < 2, the result of ACL
was negative. If it was = 2, the result was
C+), if =3, was C+ + ), and so on. Serum
ACL (IgG) of all patients were detected on two
occasions at least six weeks apart.

RESULT

Serum anticardiolipin antibodies (IgG) of all
cases presented at moderate or high levels ( + +
— 4+ + + + ) in different time. All cases Cex-
cept the seventh case) showed venous thrombosis
or thrombotic microvascular lesions confirmed by
histopathology or imageology. Whereas the sev-
enth case presented as acute swelling, cyanosis
and pain in right fingers, and her condition was
relieved after anticoagulation therapy. Venous
thrombosis in right fingers of this case could be
diagnosed clinically. Hence a diagnosis of defi-
nite APS in all cases could be set up . The sec-
ond, fourth, seventh, eighth and tenth cases
were secondary APS associated with SLE and the
others were primary APS. Five of ten cases
showed thrombi in limbs. Three cases had renal
impairment. Two cases were complicated with
nervous system damage. One case was CAPS
with appearance of ischemic changes in extremi-
ties and dysfunction in multiple organs. She died
half a year after disease onset. One case suffered
from Budd-Chiari syndrome. Two cases once
suffered complications of pregnancy. FExcept
CAPS; most cases could be relieved after antico-
agulation and immunosuppression therapy. Table
1 shows the clinical data and the results in de-
tail .

DICUSSION

APS is caused by APL that includes ACL
and LAC. ACL has high specificity and close re-
lationship with clinical manifestations of APS.
The basic pathological changes of APS are vas-
cular affection, of which exact mechanism is un-
clear and may be associated with autoimmune
vascular endothelium,

system, prostaglandin,

platelet> complement,> blood coagulative and fi-
brinolytic system.

Although the clinical manifestations of APS
are variable, thrombosis and thrombocytopenia
are very common. All ten cases showed throm-
bocytopenia that may be a result of platelet con-
sumption and damage. The number of platelets
changed with the severity of the diseases and de-
creased obviously as the patient’s condition
worsed and increased immediately after treatment
as the state of illness became better ( cases 3 and
4) . Therefore, platelet number can serve as an
indicator for the severity of the illness. Arterial
and venous thrombi are important lesions of
APS. Some patients (case 5) showing chronic
course, were undiagnosed and not treated effec-
tively for more than ten years. One of the ten
cases was CAPS (case 3) and showed acute dif-
fused swelling, cyanosis and pain in her limbs
and ischemia and necrosis in her fingers. She al-
so suffered from ascites, recurrent shock, hepat-
ic and respiratory dysfunction. B ultrasonic ex-
amination indicated thrombi in deep veins of
lower limbs. A skin-biopsy revealed extensive
intravascular thrombi and necrosis in cutaneous
and subcutaneous tissues. She failed to respond
to methylprednisolone and died half a year after
disease onset. This was rarely reported in Chi-
na. Greisman had reported a case characterized
by acute, diffused> non-inflammatory vascular
obstruction with high titre of ACL( Greisman et
1991 ). The patients with CAPS often

showed ischemic changes in extremities and dys-

al.,

function in some organs (Harris et al ., 1991).
The mortality of these patients was 60% ( Asher-
son et al.> 1996) . Plasmapheresis and antico-
agulants were recommended and corticosteroids
and other immunosuppressives should be consid-
ered (Greisman et al .» 1991). Case 3 had been
treated with methylprednisolone (600 mg) for
seven days> but her condition did not improve.
She became better for three months after the use
of heparin, but later got worse and died. CAPS,
an uncommon variant of the APS, often presents
with multiorgan failure. Precipitating factors in-
clude surgical procedures, drugs, and discontin-
uation of anticoagulant therapy. Increasingly,
infections are recognized as a major precipitating

codition( Triptt et al., 2000 .
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Table 1 Clinical data on ten cases of APS
Clinical Blood Other Immuno- Treatment
No Sex Age . . . -
manifestation routine examinations test and result
1 F 56 Swelling and ulcer WBC 3 x 10°/1. Ultrasonic:  Thrombi in  ANA 1:80 Out of follow up
on legs HGB 31g/L two femoral veins ACL ++ -+ +
PLT 19 x 10°/L
2 F 33 Swelling and ulcer on righ WBC 5 x 10°/L Angiography: Thrombi in ~ ANA 1: 160 Corticosteroids,  small
leg, headache, tic; repeat- HGB 110g/L deep vein of lower limbs SM + dosage of aspirin.
ed consciousness loss PLT 60 x 10°/1. MRI: multiple cerebral ACL + + + + -+  Follow up for three
infarction + years.
Alive
3 F 42 Swelling, cyanosis and pain WBC 10 x 10° L Ultrasonic: Thrombi in  ANA 1:80 Corticosteroids and he-
in limbs, ischema and ne- HGB 51g/L deep veins of lower ACL ++-++ parin.
crosis in fingers, repeated PpPIT 8% 10°/L limbs Remission  for  three
shock, ascitis> hepatic and Skin  Biopsy:  Diffused months, but died finally
pulmonary dysfunction, fetal thrombi and necrosis in
deaths of intrauterine two cutaneous and subcutane-
times ous tissue
4 F 22 Arthralgia, dystropy, left WBC 4 x 10°/L CT: Multiple ischemic ce-  ANA 1: 640 Corticosteroids,  small
hemiplegia, aphasia HGB 68g/L. rebral infarction DsDNA + dosage of aspirin
PLT 13 x 10° /L. ACL + -+ + Recovered
5 F 35 Swelling in right limbs, spon- WBC 5 x 10°/L. Ulirasonic: Thrombosis in ~ ANA 1: 80 Corticosteriods,  small
taneous abortion three times; HGB 100g/L deep veins of right limbs ~ DsDNA + dosage of aspirin
livido reticularis on skin PLT 39 x 10°/1, ACL ++ -+ Recovered.
6 F 58 Abdominal distention, WBC 4 x 10°/L Ultrasonic: Congestive ~ ANA 1:40 Heparin  for  eight
hepatalgia> hypodynami», HGB 80g/L. hapatomegaly and spleno- ACL ++ + - + + weeks.
norexia, hapatomegaly, PLT 40 x 10°/L. megaly> ascitis, thrombus Alive
splenomegaly, ascitis at the cross of hepatic vein
and inferior vena cava
7 F 18 Erythema on face, livido re- WBC 5 x 10° /L Thrombus in right index ANA 1:80 Corticosteriods and he-
ticularis on upper limb and HGB 110g/L finger vein Cclinical diag-  DsDNA + parin.
trunks swelling, pain and PLT 70 x 10°/L nosis) ACL +++ -+ Recovered
cyanosis in finger
8 F 20 Recurrent arthralgia, fever, WBC 3 x 10°/L Ultrasonic: Thrombus in  ANA 1: 1000 Corticosteriods and he-
hematuria, skin eruption HGB 73g/L left renal vein DsDNA + parin.
PLT 10 x 10°/L. SM + Recovered
ACL + ++ -+
9 F 50 Arthralgia, hematuria, fe- WBC 6 x 10°/L. Biopsy: Thrombotic mi- ANA 1:100 corticosteriods and he-
ver, proteinuria, acute re- HGB 90g/L crovascular lesion in renal  ACL + +++-++  parin
nal failure PLT 30 x 10°/1, parenchyma + Recovered
10 F 40 Arthralgia, skin erythra, WBC 9 x 10°/L Biopsy: Thrombotic mi- ANA 1:80 Hemotodialysis, corti-
livido reticularis, acute re- HGB 80g/L crovascular lesion in renal  DsDNA + costeriods and heparin
nal failue, proteinuria> he- PIT 55 % 10°/L parenchyma SM + Recovered
maturia ACL ++ -+

Neurological abnormalities, such as cerebral
ischemia syndrome, are often seen in APS and
may be the result of diffused impairment or small
thrombi caused by a cross reaction between APL
and cephalin in cerebral tissues (Jiang et al . »
1995). One of the cases manifested epilepsia
graviors and another revealed behavior abnor-
mality, aphasia and hemiplegia. Cerebral isch-
emic infarction was confirmed respectively by CT
or MRI in both cases. Corticosteroids and a
small dosage of aspirin were beneficial. APS re-

portedly might

be related with psychopathy.

Therefore APS should be considered as a possi-
ble cause of undefined psychopathy .
Budd-Chiari syndrome is caused by the ob-
struction of hepatic vein. Pomeroy et al .(1984)
first reported a case of Budd-Chiari syndrome
with LAC positive and thought that Budd-Chiari
syndrome was related to the hypercoagulable
state. Some scholars believed that APS was one
of the main causes of Budd-Chiari syndrome.
There was only one case reported in China ( He
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et al.»> 1996). Case 6 had hepatic vein throm-
bus which was verified by color Doppler flow im-
aging. Her final diagnosis was APS because she
was tested ACL positive. She had been treated
with diuretics and albumins, but her condition
deteriorated, probably because of the increased
plasma colloid osmotic pressure and blood vis-
cosity caused by the treatment. After changing to
heparin, the patient’ s condition became better
and the ascites disappeared immediately. There-
fore anticoagulant and thrombolytic treatment
should be first line treatment in these patients.
It was reported that 25% of APS had renal
impairment ( Amigo et al., 1992,
pathogenesis, treatment and prognosis differed

whose

from those of chronic glomerulonephritis and lu-
pus nephritis. The histopathologic features of lu-
pus nephritis are immunocomplex deposition in
glomerular basement membrane where inflamma-
tion can often be seen. They are often treated by
corticosteroids and immunosuppressive agents
and the prognosis is poor. his-
topathologic features of our APS patients are
thrombi in renal artery and vein and thrombotic
microvascular lesions in the renal parenchyma
with neither inflammation nor immunocomplex
deposition in the glomerular basement mem-
brane. Anticoagulant and plasmapheresis are ef-
fective and the prognosis is good. Two of our

In contrast,

cases Ccase 9 and 10) showed renal dysfunction
and one Ccase 8 had renal impairment. Left re-
nal venous thrombus in case 8 was verified by
color Doppler flow imaging, and renal biopsy of
case 9 and case 10 revealed numerous micro-
thrombi in arterioles and glomerular capillaries of
renal parenchyma that was manifested as throm-
botic microangiopathy. After treatment with cor-
ticosteroids and anticoagulants, renal function
became normal and the patients recovered soon.
Therefore; we must consider APS as a possible
cause of undefined renal impairments and inves-
tigate them appropriately to make the correct di-
agnosis in time.

The titre of ACL is related to the activity of
APS, and APL correlate with APS in SLE pa-
tients (Jiang et al.> 1995). The cases present-
ed here were too limited to be analyzed statisti-
cally. Fight of the ten cases had anemia which
could be the result of hemolytic anemia. Two

cases had spontaneous abortion or intrauterine

fetal death , which are thought to be associated
with APS. All the cases showed different titres of

ANA. How the ANA titre correlates with APS is
worth being studied further in a larger patient
population .
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