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ACQUIRED THROMBOPHILIA IN THE FORM OF ANTIPHOSPHOLIPID SYNDROME
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Abstract. According to world data, antiphospholipid syndrome occurs with a frequency of 2-4% in the population,
however, as such, screening tests for the detection of this pathology are not carried out. And only with severe symptoms
and repeated cases of thrombosis in history, the doctor begins a diagnostic search for the causes of thrombosis. The arti-
cle presents clinical cases of the classical course of antiphospholipid syndrome and presents the importance and necessity

of following the recommendations for the management of pregnant women with APS.
Keywords: pathology of the hemostasis system, thrombophilia, antiphospholipid syndrome, screening, acquired

thrombosis, hypercoagulation tests.

Antiphospholipid syndrome (APS) is an ac-
quired autoimmune hypercoagulable syndrome char-
acterized by venous and/or arterial thrombosis and/or
pregnancy complications, as well as the presence of
antiphospholipid antibodies. Antiphospholipid anti-
bodies (APA) are a diverse group of autoantibodies
directed against self-proteins associated with mem-
brane phospholipids. The AFA group includes
anticardiolipin antibodies (ACA); antibodies to beta-
2-glycoprotein; lupus anticoagulant (LA); antibodies
to annexin V; antibodies to phosphatidylserine-
prothrombin complex and others [1].

Diagnosis of APS is quite complex and com-
plex. The most common diagnostic method in APS is
the study of the parameters of the hemostasis system,
which has the following main functions - maintaining
the liquid state of blood in the vessels, stopping
bleeding in case of injury, and lysis of formed clots
[9]. Often, a standard coagulogram includes one or
two indicators - clotting time and prothrombin index
(PTI), routinely performed in primary care laborato-
ries, where for the first time markers can be detected
that indicate the presence of antiphospholipid syn-
drome in a patient. In specialized clinical laboratories
of blood coagulation of the hematology center, the
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number of studied parameters reaches more than a
dozen. It should be noted that due to the rapid devel-
opment of companies producing laboratory equip-
ment and the constant improvement of diagnostic
parameters, the value of some manual tests is chang-
ing, and some coagulogram indicators are becoming
less significant for diagnosis. For example, the previ-
ously widely used plasma recalcification test, plasma
heparin tolerance, fibrinogen B, and thrombotest are
not very informative and are not currently recom-
mended for use in a diagnostic algorithm, since they
are not specific and indicate only generalized changes

[2].

The problem of diagnosing and correcting co-
agulation disorders is very relevant in the practice of
doctors of all directions, including hematologists,
surgeons, gynecologists, and rheumatologists [2]. It is
known that pregnancy and the postpartum period are
characterized by a tendency to develop hypercoagu-
lability. According to Momot A.P. et al. during phys-
iological pregnancy, the level of fibrinogen can vary
from 4.5 to 9.1 g/l, the concentration of D-dimer from
135 to 771 ng/ml, depending on the duration of preg-
nancy [3,4]. However, the presence of an existing
pathology of the hemostasis system, congenital or
acquired, during pregnancy can manifest itself in the
form of venous thromboembolism, lead to non-
developing pregnancy and / or recurrent miscarriages
and maternal mortality. Primary and secondary APS
are found with almost the same frequency. According
to the literature, the frequency of detection of various
antibodies to cardiolipin (ACA) and LA in the blood
of healthy people varies from 0 to 14% (average 1—
5%; in high concentrations - less than 0.2%) and in-
creases in elderly people. age, especially with chronic
diseases [3, 9, 11, 13]. Like other autoimmune dis-
eases, APS is more common in women than men (5:1
ratio) and usually develops in middle age (20-40
years). In secondary APS, the ratio of women to men
is 7.5:1, and in primary - 3.5:1. [10, 13]. Venous
thromboembolism can occur at any age, but it is more
common in people over 45 years of age, it can occur
at any stage of pregnancy, but the time of greatest
risk is the postpartum period, when, according to sta-
tistics, venous thromboembolism can occur up to 15
cases per 1000 women in labor [6,12]. Clinical mani-
festations during pregnancy with venous thrombosis
or in the postpartum period include pain in the legs,
edema (usually one-sided - on the side of the lesion),
may be accompanied by pain in the lower abdominal
region, shortness of breath, chest pain, hemoptysis
[15].

Patients eligible for APS study are young pa-
tients (less than 50 years of age) with unexplained
and unprovoked venous thromboembolism and/or
arterial thrombosis, thrombosis of unusual location,
cases of late pregnancy loss, or any thrombosis or
pregnancy complications in patients with autoim-

mune diseases (systemic lupus erythematosus, rheu-
matoid arthritis, autoimmune thrombocytopenia, au-
toimmune hemolytic anemia) [11,14].

APS can be reliably diagnosed if patients have
a history of clinically confirmed venous or arterial
thrombosis of various localization, pregnancy com-
plications in the form of recurrent miscarriage up to
the 10th week. If a patient has two or more times la-
boratory-confirmed positive test (with an interval be-
tween studies of at least 12 weeks) for lupus antico-
agulant (LA), antibodies to cardiolipin (ACA), anti-
bodies to B2 glycoprotein, this indicates a tendency to
form thrombosis [5, 7.8].

Even positive results of detection of
antiphospholipid antibodies require the exclusion of
other causes of thrombosis, especially in the case of
the presence of such risk factors as smoking, hyper-
lipidemia, atherosclerosis, varicose veins, oral con-
traceptives. Some medications and infectious diseases
can lead to the appearance of ACA, which, however,
is transient and is not associated with an increased
risk of thrombosis. For this reason, it is necessary to
conduct at least 2 analyzes at intervals of twelve
weeks [7]. From laboratory data, patients with APS
may experience: accelerated ESR, moderate throm-
bocytopenia, hypergammaglobulinemia; if APS is
accompanied by damage to the renal vessels - an in-
crease in the content of creatinine, urea; with liver
damage - an increase in alkaline phosphatase,
hyperbilirubinemia, an increase in the content of
aminotransferases. In an immunological study, anti-
bodies to cardiolipin are determined, and antibodies
of the IgG class have the greatest diagnostic value,
especially if they are detected in high concentrations.
In some patients with undoubted classical manifesta-
tions of APS, antibodies to cardiolipin may not be
detected, but lupus anticoagulant is detected [13].

The researchers of our Republic have not yet
studied the prevalence of antiphospholipid syndrome
in the Uzbek population. Patients with APS often re-
ceive treatment from different specialists, and there-
fore it is not possible to make a single register of pa-
tients. There are currently no recommendations for an
ideal strategy for the diagnosis and treatment of APS.
In the Russian Federation, according to the clinical
protocols of the Scientific Center for Obstetrics, Gy-
necology and Perinatology named after academician
V.l. Kulakov, I.M. Sechenov First Moscow State
Medical University and the Association of
Phlebologists of Russia (2014), patients with APS
and pregnancy are usually recommended to use hepa-
rin and/or low-dose aspirin to prevent miscarriage
[7]. However, in one third of pregnant women with
APS, the protocols mentioned above, as well as addi-
tional therapies, including intravenous
immunoglobulins, low doses of prednisolone, or
apheresis procedures such as plasmapheresis and
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immunoadsorption were found to be of little or no
effect [7].

The purpose of our work with the description
of cases with APS was to familiarize practitioners
with the clinical manifestations of antiphospholipid
syndrome and the need for its early diagnosis and
treatment. Patient S.Kh. 36 years old, she applied to
the RSNPMC of Hematology with a referral from a
gynecologist at a medical facility for a consultation.
From the patient's anamnesis: the first 3 pregnancies
ended in spontaneous miscarriages up to the 10th
week, at the time of treatment she had a 4th pregnan-
cy, a period of 12 weeks. During treatment, there
were complaints of pain and swelling of the right leg.
She was referred for a consultation with a vascular
surgeon who diagnosed deep vein thrombosis of the
left lower extremity. A council of doctors from gyne-
cologists and hematologists assessed the risk of de-
veloping venous thromboembolism. Examination for
a general detailed blood test revealed no pathological
changes. In the study of the hemostasis system in the
patient, a shortening of the activated partial
thromboplastin time was determined - 24 seconds (at
a rate of 26 to 38 seconds) and the fibrinogen level
reached 6 g/l. Lupus anticoagulant in the examined
woman was 1.8 (normal ratio <1.2), antiphospholipid
antibodies were detected. Taking into account three
pregnancy losses up to 10-11 weeks, episodes of
thrombosis and the presence of antiphospholipid an-
tibodies, a clinical diagnosis of APS was made. It was
decided to start therapy with low molecular weight
heparin at a prophylactic dose from week 13, and fo-
lic acid preparations (800 mcg/day) were also added.
Within a month, the clinic of deep vein thrombosis
resolved, after 3 months of therapy, drug injections
were discontinued. The birth period at 39-40 weeks
passed without complications. In the postpartum pe-
riod, low molecular weight heparin (enoxaparin sodi-
um) was administered for 1 week.

The next case is about the late diagnosis of
APS. Patient R.T., 36 years old, was consulted by a
hematologist in the therapeutic department of the
Tashkent Medical Academy, where he was diagnosed
with cardiomyopathy; chronic hepatitis,
postthrombophlebtic syndrome of the lower extremi-
ties. Upon admission, he complained of dry cough,
shortness of breath with little physical exertion, palpi-
tations, and swelling in the legs. State at admission -
moderate severity. There were swelling of the legs,
more than the right, the skin of the legs is hyperemic
with a bluish tint. In the lungs - vesicular breathing.
The borders of the heart are expanded: the right one
is 3 cm from the right edge of the sternum, the left
one is 2 cm. The heart sounds are rhythmic, the heart
rate is 96, the accent of the Il tone over the pulmo-
nary artery is heard, the systolic murmur is at the
apex, the blood pressure is 110/70 mm Hg. Art. The

liver is painful on palpation, dense, enlarged, pro-
trudes from under the edge of the costal arch by 4 cm.

Complete blood count without pathology,
platelets - 187 x 10 * 9/ 1. In OAM: protein - 0.33 g/l,
er. - 3-5, leukocytes - 8-10. In the biochemical analy-
sis of blood, an increase in bilirubin to 48 pmol / 1
was noted, and the blood coagulation index - INR
(international normalized ratio) was in the normal
range - 1.2. Prothrombin index - 0.8, blood fibrinogen
- 3.1 g/l, D-dimer -0.3 mg/l. Blood for C reactive pro-
tein, rheumatic factor, antistrepolizin 0, ELISA
HBSA(g - negative results.

X-ray of the lungs: the lung pattern is en-
hanced, the roots are expanded; the arch of the left
pulmonary artery bulges, the heart is moderately di-
lated in all departments. On the electrocardiogram: a
sharp deviation of the EOS to the right,
atrioventricular blockade of the 1st degree, complete
blockade of the right leg of the His bundle, signs of
right ventricular hypertrophy, pronounced changes in
the myocardium of the septum, apex, lower and lat-
eral wall of the left ventricle. Ultrasound of the ab-
dominal organs: liver - enlarged, CVR - 17.8 cm; the
parenchyma of the kidneys is compacted, signs of
chronic pyelonephritis; spleen, pancreas, gallbladder -
without features. From the anamnesis it was found
out that from childhood he was professionally en-
gaged in wrestling (Kurash). At the age of 26, he no-
ticed for the first time that the right shin was en-
larged, slightly painful, and after some time the skin
over the place of edema acquired a bluish tint. He did
not go to the doctors, as he associated his condition
with heavy loads during training. A year later, the left
shin also swelled and bursting pains were periodically
felt, already in both legs. After some time, strong,
already unbearable pains appeared in the right leg, it
increased in size, and the patient turned to the Repub-
lican Specialized Scientific and Practical Medical
Center for Surgery named after V. Vakhidov, where
he was diagnosed with right-sided ileofemoral
phlebothrombosis. The patient was prescribed warfa-
rin in low doses, but after 2 weeks, after the general
condition improved, he stopped taking this drug. A
year later, the patient enters the therapeutic depart-
ment with a worsening condition, accompanied by
shortness of breath with little physical exertion, with
a diagnosis of thromboembolism (PE) of small
branches of the pulmonary artery, acute respiratory
failure of I-1I stage; postphlebitic syndrome of the
lower extremities with trophic lesions on the right,
chronic lymphatic congestion. The hematologist was
called for a consultation to correct the treatment with
heparin preparations and normalize the coagulogram.
Thus, we can conclude that the patient has the entire
symptom complex characteristic of autoimmune APS
with venous thrombosis of small vessels of all inter-
nal organs (lungs, heart, liver, kidneys) and lower
extremities. To confirm the diagnosis, a blood test
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was carried out for antibodies to phospholipids and
an increase in their blood levels by more than 6 times
from the normative values was found. The patient
was prescribed therapy in the form of cardio- and
hepatoprotectors, potassium-sparing diuretics and
indirect anticoagulants under the control of INR. Dis-
cussion. According to modern concepts, the diagnosis
of APS requires the presence of one of the character-
istic clinical signs in the anamnesis (thrombosis or
miscarriage) and one of the laboratory criteria that are
detected during two consecutive patient visits. These
cases are presented by us, since doctors of many spe-
cialties (surgeons, therapists, rheumatologists, cardi-
ologists, etc.) are not quite familiar with the diagnosis
of APS and the diagnoses are treated after the fact,
omitting the etiopathology. For example, myocardial
infarction, stroke, thrombosis of the lower extremi-
ties, etc. consider atherosclerosis of the vessels to be
an etiology. And an excessive examination for non-
informative indicators leads to an incorrect interpreta-
tion of blood parameters and, as a result, to
polypharmacy, when they try to prescribe therapy to
correct each slightly changed indicator.

In the first clinical case, there are all the com-
ponents for establishing the diagnosis of APS, in the
future, the patient will need to take anticoagulants for
life, and in the event of pregnancy, she will be ob-
served by a gynecologist and hematologist while re-
ceiving therapy with low molecular weight heparins.

When arterial or venous thrombosis of the ex-
tremities or visceral organs occurs for the first time, it
IS necessary to examine the blood for the presence of
antibodies to phospholipids in order to prescribe per-
manent anticoagulant therapy and prevent the devel-
opment of further thrombosis. If APS is suspected,
platelet count, aPTT, prothrombin time, lupus antico-
agulant, D-dimer, and fibrinogen should be included
in the examination list. But, it should be borne in
mind that the level of fibrinogen and D-dimer during
pregnancy can be increased and are not absolute signs
for prescribing anticoagulants [2].
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IIPUOEPETEHHAA TPOMBO®U/IUA B BUJIE
AHTHDOOCDOJIHUITHTHOI O CHHJPOMA

bepeep U.B., Maxmyoosa A. /., Maoawesa A.T.

Pe3tome. Ilo muposvim OanHbiM anmugocgonu-
NUOHbBLL CUHOPOM 6cmpenaemcs ¢ yacmomou 2-4% 6 no-
nYAAYUY, 0OHAKO KAK MAKOBbIX CKPUHUHEOBLIX MECMO8 HA
svis6eHUe IMOll namoao2uy He nposooumcs. M auws npu
BbIPAICEHHOU CUMRMOMAMUKY U HCOOHOKDANMHBIX CIYUAes
mpomb0o3a 6 aHamHese pay HaAuUHAem OUACHOCMUYEeCKUll
NOUCK npuyuH mpombosa. B cmamve npedcmaenenvt xiu-
HUYecKue cayyau Kiaccuveckozo mevenus anmugocgonu-
NUOHO20 CUHOPOMA U NPEOCMABLEHA 8ANHCHOCb U He00X0-
ouMocms cobM00e U peKOMeHOayull no 8edeHuro bepe-
Mmennbix sHceHuun ¢ ADC.

Knioueswie cnosa: namonozus cucmemul cemocma-
3a, mpombogunus, aumugochorunudnvill CUHOPOM, CKPU-
HUHe, npuobpemenHvle mpomoo3sl, cUNEPKOACYISAYUOHHBLE
mecmeoi.
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