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ABSTRACT

Idiopathicthrombocytopenicpurpura  (ITP),  orprimaryimmunethrombocytopenia  (ITP),
isanautoimmuneacquireddisease characterized by isolated thrombocytopenia with a platelet
count below 100 x 109/L. It can manifest itself as a hemorrhagic symptom of varying severity -
from petechial skin hemorrhages to life-threatening bleeding. Both children and adults get sick.
The etiology of ITP is unknown. That's why it's called "idiopathic". Among the trigger factors,
the largest group is infections, pregnancy, as well as vaccinations, and stress.
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INTRODUCTION

It is known that the dominant mechanism for the development of thrombocytopenia in ITP is due
to the production of autoantibodies to the structures of the platelet membrane and their
precursors - megakaryocytes, which lead to increased destruction of platelets by phagocytes,
mainly in the spleen, less often in the liver, and insufficient production of platelets in the bone
marrow. ITP patients produce mainly IgG autoantibodies against platelet surface glycoproteins
GPIIb/11la or GPIb/IX. The process of formation of an immune response to one's own platelets is
complex, multi-stage, cyclic. It involves B-lymphocytes, T-lymphocytes, NK cells,
macrophages. In addition to antibody formation, a large role in the pathogenesis of ITP is played
by subpopulations of T-lymphocytes, the development of an imbalance in the T-cell link of the
immune response. A relationship has been found between ITP and some candidate genes, which
also indicates the presence of a genetic predisposition to ITP.
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Given the associated pathology, the patient develops a certain phenotype of the disease. Thus,
the pathogenesis of ITP is associated with profound disorders of the immune system. In this
regard, idiopathic thrombocytopenic purpura has been renamed to primary immune
thrombocytopenia of unknown etiology. Accordingly, in all other forms, immune
thrombocytopenia with a known etiology will be a symptom of other autoimmune diseases —
systemic lupus erythematosus (SLE), antiphospholipid syndrome (APLS), rheumatoid arthritis
(RA), etc.

Currently, the search for etiopathogenetic mechanisms for the development of this rare pathology
continues, which could stratify patients into risk groups for the individualization of treatment
tactics.

In the literature, ITP is described as a rare, orphan disease. In the medical world there is no
single definition of this group of diseases. In some countries, orphan pathologies are
distinguished depending on the number of sufferers, in others — on the availability of treatment
methods, in others — only chronic, life-threatening ones are classified as rare diseases.

Medicines developed for the treatment of rare diseases are also called orphan drugs and are
included in the list of expensive drugs. The assignment of orphan status to diseases and any
drugs is a social and political issue in many countries, as well as in Uzbekistan. Government
support for rare disease research has led to breakthroughs in medicine that could not have been
achieved under the previously existing funding system.

The main clinical manifestation of ITP is hemorrhagic syndrome, and the prognosis of the course
of the disease depends entirely on its severity. The risk of bleeding in patients with ITP is
estimated by the number of platelets in the analysis of peripheral blood. According to the registry
data, in 70.0% of cases, the platelet count at the onset of the disease ranges from 3 to 30x109/1,
among them, 35% have a critical level of platelets (from 3 to 10x109/l) with the risk of
developing spontaneous alarming, life-threatening bleeding, which requires immediate treatment.

Hemorrhagic syndrome manifests itself in the form of: skin hemorrhages - 77% of cases;
bleeding of the oral mucosa - 39%; nosebleeds - 31%; menometrorrhagia - 15% (among
women); gastrointestinal bleeding - 7%; hematuria - 4%; intracerebral bleeding - 0.9%, others -
1% (retinal hemorrhage, hemorrhoidal bleeding) [4].

Thus, at the time of diagnosis, about 1/3 of patients have hemorrhagic manifestations
corresponding to a severe form of ITP (3-4th degree of bleeding according to the WHO
classification). ITP is not a genetic disease, but usually accompanies the patient throughout his
life and is incurable. The course of the disease is further complicated by the fact that in 60—70%
of patients, after 12 months (chronic phase), the disease becomes chronic, recurrent, and again.

ITP is not a genetic disease, but usually accompanies the patient throughout his life and is
incurable. The course of the disease is further complicated by the fact that in 60—70% of patients
after 12 months (chronic phase) the disease becomes chronic, relapsing, and hemorrhagic
syndrome reappears, requiring an anti-relapse course of therapy.

The diagnosis of "ITP" is a diagnosis of exclusion, i.e., to date, there is no specific test for the
disease. Thrombocytopenias of various origins are recorded in a wide range of hematological,
non-hematological and congenital diseases, in which isolated thrombocytopenia can be the
dominant clinical symptom for a long time. Therefore, to establish the true causes of
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thrombocytopenia, it is necessary to conduct an extended diagnostic search at the onset of the
disease [5].

The initial approach to diagnosing the causes of thrombocytopenia is based on the patient's
history (his underlying medical conditions and previous drug therapy), his objective physical
examination, and protocol examination. The protocol for the differential diagnosis of
thrombocytopenia developed by us is included in the National Clinical Guidelines for ITP [1].
Most importantly, all the proposed laboratory and instrumental studies exist in routine practice
and are mandatory for all patients with suspected ITP.

After excluding other causes of thrombocytopenia, the diagnosis of ITP is based on the following
criteria:

= |solated thrombocytopenia less than 100.0x109/1, registered in at least two consecutive blood
tests;

= Absence of morphological and functional anomalies of platelets;
= Absence of pathology of lymphocytes, granulocytes and erythrocytes;

= Normal indicators of hemoglobin, erythrocytes and reticulocytes, if there was no significant
blood loss;

= Increased or normal number of megakaryocytes in the myelogram;
= Normal size of the spleen.

It is important to keep in mind: corticosteroids are often prescribed for quick relief of
hemorrhagic syndrome without examination according to the protocol, which blurs the true
clinical picture of secondary immune thrombocytopenia and affects the true results of
immunological tests. According to our department, up to 15-20% of cases in dynamics during a
re-examination according to the protocol, the diagnosis of ITP is replaced by another one. The
picture of the disease can change over time, in this regard, it is necessary to constantly update
data on the patient's condition, differential diagnostics should be carried out at each stage of
observation/treatment of ITP. Thus, it is very important to make a differential diagnosis between
primary and secondary thrombocytopenia, not only at the onset of the disease, but also with
relapse of thrombocytopenia.

Rituximab, another drug for the treatment of ITP, has recently appeared in clinical practice,
which was developed for the treatment of hematological malignancies. Rituximab is currently
used to treat patients with ITP who are resistant to other therapies. Its use in chronic ITP is based
on the removal of autoreactive B-lymphocytes. Rituximab is included as 3rd line therapy. There
is about a 60% chance of getting a primary response. But in Russia it is not registered for the
treatment of ITP, so the decision is made individually by the medical commission.

In 2018, the US Food and Drug Administration (FDA) approved a new oral drug, a selective
small molecule splenic tyrosine kinase inhibitor, fostamatinib, for medical use in patients with
resistant ITP. And in 2019, a bioavailable thrombopoietin small molecule receptor agonist for the
treatment of adult patients with chronic ITP who had an inadequate response to previous therapy.
Both drugs are not registered in Russia for the treatment of ITP. This is perspective.

If different therapy options are unsuccessful in subsequent lines of therapy, it is recommended to
use a non-realizing method or conduct complex therapy using immunosuppressants.
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As a rule, modern methods of therapy still make it possible to achieve remission of various
durations or a state of clinical compensation. But clear prognostic criteria for the course of the
disease, response to therapy and outcomes of the disease have not yet been developed due to the
nature and unpredictability of the course of the disease.

When starting therapy for chronic, recurrent ITP, it must be remembered that the choice of
therapy should be aimed at stopping bleeding of any localization, improving the quality of life of
the patient, and not at normalizing the number of platelets at any cost.

In clinical practice, it is important to remember that therapy should always be selected
individually for a particular patient, taking into account his age, comorbidity, comorbidities, and
also take into account patient preferences. But our practice often collides with the objective
realities of life.

Thus, idiopathic thrombocytopenic purpura (ITP) is a rare (orphan) chronic, relapsing disease
that significantly impairs the health and quality of life of patients according to assessments of
physical, social functioning, and mental state. Bleeding causes fear, anxiety and depression in
them with a short-term effect of the therapy and side effects of drugs against the background of
long-term treatment with corticosteroids, immunosuppressants.

ITP cannot be completely cured, but can be effectively contained. Modern drugs (thrombopoietin
receptor agonists) that have appeared in recent years, with an adequate choice of dose and
control of the course of the disease, make it possible to quickly stop the hemorrhagic syndrome,
achieve remission of various durations or a state of clinical compensation, prevent the
development of severe side effects of treatment, improve the prognosis of the disease, which,
naturally, not only increases the life expectancy of patients with orphan diseases, but also its
quality. Therefore, it is very important to include them in the therapy of all patients who need it.
Today, this equal accessibility is possible only if ITP is included in the federal program for
financing high-cost nosology.
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