Conservative therapy in patients with hypertrophy o lymphadenoid pharynx tissue including both the traditional and
antioxydant therapy with the use of different kinds of low intensive lases promoted the elimination of this pathology
in 89,2 % of cases of patients.

Thus, children suffering from severe form of snore phenomenon and SOSA belongs to the risk group according to the
syndrome of sudden death.

Questionary conducted enabled to reveal a group of such patients and direct them for the specialized treatment
during which predisposed factors contributing to the development of the given pathology had been eliminated.
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ANALYSIS OF THE EFFICIENCY OF DABIGATRAN AND RIVAROXABAN PREPARATIONS WITH HEREDITARY HEMATOGE-
NOUS THROMBOPHILIA

V.V. Voitsekhovsky, Yu.V. Suslova
Amur State Medical Academy, Russia, Blagoveshchensk

Summary The analysis of the cases of clinical manifestation and the effectiveness of secondary antithrombotic ther-
apy in patients observed in the hematological office of the Amur regional polyclinic with the diagnosis of “heredi-
tary hematogenic thrombophilia” was carried out. In most cases, the first manifestation of hereditary hematogenous
thrombophilia is thromboembolism of the pulmonary artery (60%). The young age of the patient, hereditary history
of thrombosis, the absence of provoking factors for the development of thrombosis is the basis for examination for
thrombophilia. Warfarin, long used as an antithrombotic therapy, has a large number of disadvantages. Drugs dabig-
atran and rivaroxaban are effective and safe preparations of secondary prevention of thrombosis and can be used in
hereditary hematogenous thrombophilia. Absence of the need for constant laboratory monitoring and extremely rare
hemorrhagic complications make it possible to use them in patients living in regions remote from large medical centers.

Keywords: hematogenous hereditary thrombophilia, thrombosis prevention

Under the term “hematogenous thrombophilia” Z.S. Barkagan understood all hereditary (genetically conditioned),
and acquired (secondary, symptomatic) hemostasis disorders, which are prone to early onset and recurrence of
thrombosis, thromboembolism, ischemia and infarction of organs [1]. WHO and the International Society for Throm-
bosis and Hemostasis (ISTH) in 1995 identified hereditary thrombophilia as an unusual incidence of thrombosis
with an early age onset, a family history, a severity of thrombosis disproportionate to the known causative factor
and episodes of recurrent thrombosis [11]. In 2008, the American College of Thoracic Doctors for antithrombot-
ic and thrombolytic therapy defined thrombophilia as one or more of the following symptoms: deficiency of anti-
thrombin, protein C, protein S, resistance to activated protein C, mutation factor V Leiden, prothrombin mutation
G20210A, hyperhomocysteinemia, homozygous carriage A thermolabile variant of methylenetetrahydrofolate re-
ductase, antiphospholipid antibodies, an increase in the activity of factor VIII, or a decreased level of protein Z [6].

Hereditary hematogenous thrombophilia is characterized by: ear-
ly manifestation, the absence of an obvious provocative factor and a single universal diagnos-
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tic test, the diagnosis is based on a comprehensive assessment of clinical and laboratory data [4].

Emergency treatment of acute thrombosis in patients with hematogenous thrombophilia is performed in accordance
with accepted standards of treatment of this complication [3]. Secondary prophylaxis of thrombus formation since
the beginning of the new century was mainly carried out with the use of warfarin. However, in the process of using
this drug, a number of its shortcomings have been identified. First of all, this is the need for frequent laboratory mon-
itoring in connection with a high risk of bleeding. In view of the peculiarities of the Russian Federation - low popula-
tion density in large areas, considerable distance from a number of settlements from medical centers, etc., in many
regions there is no possibility not only to control the INR, but also to observe the patient systematically. Other, less
common complications of warfarin therapy are diarrhea, an increase in hepatic transaminase activity, osteoporosis,
eczema, skin necrosis, vasculitis, and alopecia [2, 4]. Warfarin is contraindicated in the deficit of physiological antico-
agulants - proteins C and S. Some of the patients have a genetically determined high resistance to coumarins [1, 2].

Therefore, recently alternative drugs have been actively used to prevent thrombosis in patients who are
for some reason contraindicated in warfarin. The most effective and convenient to use are oral anticoag-
ulants - direct inhibitor of thrombin dabigatran [7], and direct inhibitors of factor X - riwaroxaban [8] and
apixaban [9]. Warfarin, at present, is the drug of choice only in patients with artificial heart valves [10].

Materials and methods of research The analysis of the cases of clinical manifestation and the effectiveness of secondary
antithrombotictherapyin patients observed in the hematological office of the Amur regional polyclinic with the diagnosis
of “hereditary hematogenic thrombophilia” was carried out. In the formulation of this diagnosis, the approach was used
according to which only the registered fact of thrombosis, thromboembolism, ischemia or infarction of the organs is the
basis for the diagnosis of “hematogenous thrombophilia” and further prevention of thrombus formation; carrying of ge-
netic factors of increased blood clotting, without clinical manifestations and changes in the coagulogram is designated
by the term - “factors of thrombogenic risk”, the presence of hypercoagulation or activation of platelets determined by
laboratory methods, but without the recorded facts of thrombotic complications - by the term “state of thrombotic readi-
ness” [5] . Outpatient cards of 65 patients with the diagnosis of “hereditary hematogenous thrombophilia” were studied.

The results of the study and their discussion In 39 patients from this cohort (60%), the disease debuted with
pulmonary embolism (PE), without any external causes for the development of this complication. In two cas-
es (1.3%), myocardial infarction occurred in the onset of the disease, in 8 cases (12.3%) - ischemic stroke, in
16 (26.4%) - the pathology of the veins of the lower extremities. But with a full examination, the pathology of
deep or superficial veins of lower extremities of different degrees was diagnosed in 45 patients with heredi-
tary hematogenous thrombophilia. By the time these patients were referred to the hematologist, and the di-
agnosis was verified, the majority of the history had already had multiple vascular complications. It is con-
cluded that PE is the first thrombogenic manifestation of the disease in more than half of these patients.

Basically, these were patients of a young age, their lack of apparent provoking factors for the development of throm-
botic complications, burdened hereditary anamnesis, were the basis for conducting modern methods of studying the
hemostasis system, including genetic ones. Age of patients at the time of diagnosis of “hematogenous thrombophil-
ia”: 17 - 20 years - three patients, 21 - 30 years - 23, 31 - 40 years - 24, 41-50 years - 10, 51-60 years - five patients.

In all cases, there was a combined form of hematogenous thrombophilia. In addition to several clinically sig-
nificant genetic mutations and / or deficit of physiological anticoagulants, the acquired factors - hyperhomo-
cysteinemia, and antiphospholipid syndrome - occurred. Among the clinically significant thrombogenic factors,
mutations (in all cases, homozygotes) F5 Leiden were diagnosed in 32 patients (48%), PAI-1 (inhibitor of plasmin-
ogen-1 activators) in 40 (62%), prothrombin F2 G20210A in 25 (38%); A deficiency of antithrombin Il in 5 (7.6%)
and protein C in 12 (18%); Hyperhomocysteinemia in 25 (38%), antiphospholipid syndrome in 15 (24%) patients.

Immediate therapy for thrombosis of various locations was carried out in accordance with accepted standards.

Dabigatran (pradax) drug, 35 patients with hereditary hematogenous thrombophilia aged 20 to 50 years were prescribed
for the prevention of thrombosis. In the history of diagnosis: 21 patients - PE (in 14 cases relapsing), in 5 - ischemic stroke,
in 2 - myocardial infarction, in 20 there was a pathology of the vessels of the lower extremities. The duration of dabig-
atran from six years, up to several months. The dose of the drug was individually selected from 150 to 300 mg per day.

The drug rivaroxaban (xarelto), for the prevention of thrombosis, 20 patients with hereditary hematogenous
thrombophilia aged 18 to 54 years were prescribed. In the history of diagnosis: 13 patients - PE (in 5 cases, re-
current), in 2 - ischemic stroke, in 15 cases there was a pathology of the vessels of the lower extremities. Du-
ration of taking rivaroxaban from four years, up to several months. The dose of the drug is 10-20 mg per day.

In 15 patients, in addition to the above factors, platelet hyperaggregation was detected, dabigatran or rivaroxaban ther-
apy was combined with acetylsalicylic acid preparations. With hyperhomocysteinemia, angiovitis or pentavit was pre-
scribed. Preparations of protein C and antithrombin Ill for their congenital deficiency were used according to indications.

After the appointment of dabigatran or rivaroxaban, no patient recurred any life-threaten-
ing thrombotic complications. When dabigatran is used, hemorrhagic complications are not diag-
nosed. At the same time, 4 patients treated with rivaroxaban experienced nasal bleeding; in two cas-
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es they stopped with a dose reduction from 20 to 10 mg, two patients were transferred to dabigatran.
At the same time, 25 patients lived in remote areas and could not regularly monitor the coagulogram.

Only 10 patients with a diagnosis of “hereditary hematogenous thrombophilia” are currently taking warfarin. These
are patients who have long been using this drug, which control the coagulogram indicators (primarily INR) and re-
fuse to switch to new oral anticoagulants for the above reasons or for financial reasons. Five of them had a histo-
ry of PE (in 2 cases recurrent), one patient had an ischemic stroke, and all had a lower extremity vessel pathology.

Conclusions

1. In most cases, the first manifestation of hereditary hematogenous thrombophilia is PE. According to our data - in
60% of cases.

2. In all cases, a combined form of hematogenous thrombophilia is diagnosed. Among the clinically significant throm-
bogenic factors, the predominant mutation was PAI-1, 62%, with less frequent mutations F5 Leiden 48%, prothrom-
bin F2 G20210A 38% (in all cases homozygotes), antithrombin Il deficiency 7.6% and protein C 18% . In addition

to hereditary, in a number of cases there were acquired thrombogenic factors - hyperhomocysteinemia (38%), and
antiphospholipid syndrome (24%).

3. The patient’s young age, hereditary history of pathological thrombosis, absence of provoking factors for thrombo-
sis is the basis for suspicion and a complete examination for hematogenous thrombophilia.

4. Preparations of dabigatran and rivaroxaban are an effective means of preventing thrombosis in such patients.
Timely diagnosis of the disease and the appointment of adequate antithrombotic therapy contributes to the dis-
ease-free course.

5. High efficiency, rare hemorrhagic complications of dabigatran and rivaroxaban allow using these drugs in patients
living in regions remote from large medical centers.
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