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Abstract

This evidence and consensus-based guideline was developed following the methods
recommended by Cochrane and the Grading of Recommendations Assessment, Development
and Evaluation (GRADE) working group. The conference was held on December 1st, 2016. It
is a joint initiative of the Dermatology Section of the European Academy of Allergology and
Clinical Immunology (EAACI), the EU-founded network of excellence, the Global Allergy
and Asthma European Network (GA2LEN), the European Dermatology Forum (EDF), and the
World Allergy Organization (WAO) with the participation of 48 delegates of 42 national and
international societies. This guideline was acknowledged and accepted by the European
Union of Medical Specialists (UEMS).

Urticaria is a frequent, mast cell-driven disease, presenting with wheals, angioedema, or both.
The lifetime prevalence for acute urticaria is approximately 20%. Chronic spontaneous
urticaria and other chronic forms of urticaria are disabling, impair quality of life, and affect
performance at work and school. This guideline covers the definition and classification of
urticaria, taking into account the recent progress in identifying its causes, eliciting factors and
pathomechanisms. In addition, it outlines evidence-based diagnostic and therapeutic
approaches for the different subtypes of urticaria.
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Abbreviations

AAS Angioedema activity score

ACE Angiotensin-converting enzyme

AE-QoL Angioedema Quality of Life Questionnaire

AGREE Appraisal of Guidelines Research and Evaluation

AOSD Adult-onset Still’s disease

ARIA Allergic Rhinitis and Its Impact on Asthma
ASST Autologous Serum Skin Test

BAT Basophil activation test

CAPS Cryopyrin-associated periodic symptoms
ClndU Chronic inducible urticaria

CNS Central nervous system

CSU Chronic spontaneous urticaria

Cu Chronic urticaria

CU-Q20L | Chronic urticaria Quality of Life Questionnaire

CYP Cytochrome P

EAACI European Academy of Allergology and Clinical Immunology
EDF European Dermatology Forum

EtD Evidence-to-Decisions

FCAS Familial Cold Autoinflammatory Syndrome

GA’LEN | Global Asthma and Allergy European Network

GDT Guideline Development Tool

GRADE Grading of Recommendations Assessment, Development and Evaluation

HAE Hereditary angioedema

HIDS Hyper-1gD syndrome

IVIG (also | Intravenous immunoglobulins
IGIV)
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MWS Muckle-Wells-Syndrome

NOMID Neonatal Onset Multisystem Inflammatory Disease

NSAID Non-steroidal anti-inflammatory drugs

PAF Platelet activating factor

PET Positron Emission Tomography

PICO Technique used in Evidence-based Medicine, acronym stands for:
Patient/Problem/Population, Intervention, Comparison/Control/Comparator,
Outcome

REM Rapid eye movement

SgAH 2nd generation antihistamine

sJIA Systemic-onset juvenile idiopathic arthritis

TRAPS Tumor necrosis factor receptor alpha-associated periodic syndrome

UAS Urticaria activity score

UCT Urticaria Control Test

UEMS European Union of Medical Specialists

uv Ultraviolet

WAO World Allergy Organization

WHO World Health Organization

Introduction

This evidence and consensus-based guideline was developed following the methods

recommended by Cochrane and the Grading of Recommendations Assessment, Development
and Evaluation (GRADE) working group. A structured consensus process was used to discuss
and agree upon recommendations. The conference was held on December 1st, 2016 in Berlin,

Germany.

It is a joint initiative of Dermatology Section of the European Academy of Allergology and
Clinical Immunology (EAACI), the EU-funded network of excellence, the Global Allergy and
Asthma European Network (GA2LEN), the European Dermatology Forum (EDF), and the
World Allergy Organization (WAO), all of which provided funding for the development of
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this updated and revised version of the EAACI/GA?2LEN/EDF/WAO Guideline on urticaria

(1-4). There was no funding from other sources.

This revision and update of the guidelines was developed by 44 urticaria experts from 25
countries, all of which are delegates of national and/or international medical societies (Table
1). All of the societies involved endorse this guideline and have supported its development by
covering the travel expenses for the participation of their delegate(s) in the consensus
conference. The development of this revision and update of the guideline was supported by a
team of methodologists led by Alexander Nast and included the contributions of the

participants of the consensus conference (see Table 1).

The wide diversity and number of different urticaria subtypes that have been identified reflect,
at least in part, our increasing understanding of the causes and eliciting factors of urticaria as
well as the molecular and cellular mechanisms involved in its pathogenesis. The aim of this
guideline is to provide a definition and classification of urticaria, thereby facilitating the
interpretation of divergent data from different centers and areas of the world regarding
underlying causes, eliciting factors, burden to patients and society, and therapeutic
responsiveness of subtypes of urticaria. Furthermore, this guideline provides
recommendations for diagnostic and therapeutic approaches in common subtypes of urticaria.
This guideline is a global guideline and takes into consideration that causative factors in

patients, medical systems and access to diagnosis and treatment vary in different countries.

Table 1. Guideline development group members

FIRST NAME LAST NAME DELEGATE OF /AFFILIATION
Alexander Nast Division of Evidence-Based Medicine,
Corinna Dressler Department of Dermatology and Allergy,
Stefanie Rosumeck Charité-Universitatsmedizin Berlin; Berlin,
Ricardo N Werner Germany

Werner Aberer OGDV

Amir Hamzah Abdul Latiff MSAI

Riccardo Asero AAIITO

Diane Baker AAD

Barbara Ballmer-Weber SGAI

Jonathan A. Bernstein AAAAI

Carsten Bindslev-Jensen Eil:CI

Zenon Brzoza PSA

Roberta Buense Bedrikow SBD

Walter Canonica \SAIIQ(ADI c

Martin Church GAZLEN

Timothy Craig ACAAI

Inna Vladimirovna Danilycheva RAACI
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Luis Felipe Ensina ASBAI
. EAACI,
Ana Giménez-Arnau AEDV
Kiran Godse IADVL
Margarida Gongalo SPDV
Clive Grattan Eii(éll’
Jaques Hebert CSACI
Michihiro Hide JDA
Allen Kaplan WAO
Alexander Kapp DDG
Constance Katelaris ﬁﬁ,(’-:\l’:\AACI
Emek Kocatiirk TSD
Kanokvalai Kulthanan DST (joined expert panel in October 2016)
Désirée Larenas-Linnemann CMICA
Tabi Anika Leslie BAD
Markus Magerl UNBB
SFD,
O o et
the SFD
Marcus Maurer EAACI
Raisa Yakovlevna Meshkova RAACI
Martin Metz EMBRN
Hanneke Oude-Elberink NwA
N - AAAAI
Sarbjit Saini WAO '
Mario Séanchez-Borges WAO
Peter Schmid-Grendelmeier SSDV
Petra Staubach UNEV
Gordon Sussman CSACI
Elias Toubi IAACI
Gino Antonio Vena SIDeMaST
Christian Vestergaard DDS
Bettina Wedi DGAKI
Zuotao Zhao CDA
Torsten Zuberbier EDF, GA2LEN
Methods

The detailed methods wused to develop this revision and
EAACI/GA2LEN/EDF/WAO guideline on urticaria are published as separate methods
report, including all GRADE tables (Insert REF to methods report including DOI).

update of the

In summary, this updated and revised guideline takes into account the Appraisal of
Guidelines Research and Evaluation (AGREE II) Instrument (5) and the methods
suggested by the GRADE working group. The literature review was conducted using the

methods given in the Cochrane Handbook for Systematic Reviews of Interventions (6).

Experts from 42 societies were nominated to be involved in the development of the
guideline. First, key questions and relevant outcomes were selected and rated by the
experts using an online survey tool (7). Twenty-three key questions were chosen by 30
members of the expert panel.
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Subsequently, we developed a literature review protocol, which specified our literature
search strategy, researchable questions (PICO), eligibility criteria, outcomes as chosen by
the experts, the risk of bias assessment, and strategies for data transformation, synthesis

and evaluation.

The systematic literature search was conducted on 1 June 2016 and yielded 8090 hits.
Two independent reviewers evaluated the literature and extracted eligible data. After two
screening phases, 65 studies were determined to fulfill the inclusion criteria. Wherever
possible we calculated effect measures with confidence intervals and performed meta-
analyses using Review Manager (8). We assessed the quality of the evidence following
GRADE using GRADEpro Guideline Development Tool (GDT) (9, 10). Five criteria
(namely, risk of bias, inconsistency, indirectness, imprecision and publication bias) were
evaluated for each outcome resulting in an overall assessment of quality of evidence
(Table 2). Effect measures such as risk ratios express the size of an effect, and the quality

rating expresses how much trust one can have in a result.

Table 2: Summary of the GRADE approach to assessing the quality of evidence by outcome

(1)

High (++++) We are very confident that the true effect lies close to that of the estimate of
effect.

Moderate (+++) We are moderately confident in the effect estimate: The true effect is likely
to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low (++) Our confidence in the effect estimate is limited: The true effect may be
substantially different from the estimate of the effect.

Very low (+) We have very little confidence in the effect estimate: The true effect is likely

to be substantially different from the estimate of effect.

Subsequently modified evidence-to-decisions (EtD) frameworks were created to help the
experts make a judgment on the size of the desirable and the undesirable effect, the balance of

the two, and to provide an overview of quality. The evidence assessment yielded 31 GRADE
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evidence profiles/evidence-to-decision frameworks. A recommendation for each evidence-

based key question was drafted using standardized wording (Table 3).

Table 3: Standardized wording and symbols were used to formulate the recommendations

Type of . L
yp . Wording Symbols  Implications
recommendation
Stron We believe that all or almost all informed people would make that
g . “We choice. Clinicians will have to spend less time on the process of
recommendation . . . .
for the recommend 11 decision making, and may devote that time to overcome barriers
. . ” to implementation and adherence. In most clinical situations, the
intervention . .
recommendation may be adopted as a policy.
. We believe that most informed people would make that choice,
Conditional . .
. « but a substantial number would not. Clinicians and health care
recommendation We suggest . . .
for the ” 1 providers will need to devote more time on the process of shared
. . decision making. Policy makers will have to involve many
intervention . . . )
stakeholders and policy making requires substantial debate.
. “W t
Conditional maEeC:nno
recommendation At the moment, a recommendation in favour or against an
. recommenda . . .
for either the tion with 0 intervention cannot be made due to certain reasons (e.g. no
intervention of the respect to evidence data available, conflicting outcomes, etc.)
comparison p
Conditional
recommendation “We suggest | We believe that most informed people would make a choice
against the against ...” against that intervention, but a substantial number would not.
intervention
Strong « . .
. We We believe that all or almost all informed people would make a
recommendation . . . . . .
aqainst the recommend || choice against that intervention. This recommendation can be
g against ...” adopted as a policy in most clinical situations.

intervention

In a pre-conference online voting round, all GRADE tables EtD frameworks and draft

recommendations were presented and voted on. Of the 41 invited participants (expert panel)

30 completed the survey (response rate 73%). The results were either fed back to the expert

panel or integrated into the EtD frameworks. All EtD frameworks and draft recommendations

were made available to the participants before the consensus conference.

During the conference all recommendations were voted on by over 250 participants, all of

whom had to submit a declaration that they were a) a specialist seeing urticaria patients and b)

gave a declaration of conflict of interest. A nominal group technique was used to come to an
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agreement on the different recommendations (12). The consensus conference followed a
structured approach: presentation of the evidence and draft recommendation, open discussion,
initial voting or collection of alternative wording and final voting, if necessary. Participants
eligible for voting had received one green and one red card, either of which they held up when
voting for or against a suggested recommendation. Voting results were documented. Strong
consensus was defined as >90% agreement, 70-89% was documented as consensus. All
recommendations passed with a 75% agreement. An internal and an external review took

place.

All consented recommendations are highlighted in grey and it is indicated whether these are
based on expert opinion (based on consensus) or evidence and expert opinion (based on

evidence and consensus).
Definition

Definition

Urticaria is a group of diseases characterized by the development of wheals (hives),
angioedema, or both. Urticaria needs to be differentiated from other medical conditions where
wheals, angioedema, or both can occur, e.g. anaphylaxis, autoinflammatory syndromes,
urticarial vasculitis, or bradykinin-mediated angioedema including hereditary angioedema
(HAE).

Definition

Urticaria is a condition characterized by the development of wheals (hives), angioedema,
or both.

A) A wheal in patients with urticaria has three typical features:
1. a central swelling of variable size, almost invariably surrounded by reflex erythema,
2. an itching or sometimes burning sensation,
3. afleeting nature, with the skin returning to its normal appearance, usually within 30
minutes to 24 h.
B) Angioedema in urticaria patients is characterized by:
1. asudden, pronounced erythematous or skin colored swelling of the lower dermis and

subcutis or mucous membranes,
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2. sometimes pain, rather than itch.

3. aresolution slower than that of wheals (can take up to 72 hours).

Classification of urticaria on the basis of its duration and the relevance
of eliciting factors

The spectrum of clinical manifestations of different urticaria subtypes is very wide.
Additionally, two or more different subtypes of urticaria can coexist in any given patient.
Acute spontaneous urticaria is defined as the occurrence of spontaneous wheals, angioedema

or both for less than 6 weeks.

How should urticaria be classified?

We recommend that urticaria is classified based on its duration

as acute (< 6 weeks) or chronic (> 6 weeks).

> 90%

consensus

We recommend that urticaria is classified as spontaneous (no ™
specific eliciting factor involved) or inducible (specific eliciting
factor involved).

(consensus-based)

Table 4 presents a classification of chronic urticaria (CU) subtypes for clinical use. This
classification has been maintained from the previous guideline by consensus (>90%)
Urticarial vasculitis, maculo-papular cutaneous mastocytosis (formerly called urticaria
pigmentosa), auto-inflammatory syndromes (e.g. cryopyrin-associated periodic syndromes or
Schnitzler's syndrome), non-mast cell mediator-mediated angioedema (e.g. bradykinin-
mediated angioedema), and other diseases such as syndromes that can manifest with wheals
and/or angioedema are not considered to be subtypes of urticaria, due to their distinctly
different pathophysiologic mechanisms (Table 5).
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Should we maintain the current guideline

classification of chronic urticaria?

We recommend that the current guideline classification of

chronic urticaria should be maintained.

> 90%
"
consensus
(consensus-based)
Table 4. Recommended classification of chronic urticaria.
Chronic Urticaria Subtypes
Chronic Spontaneous Urticaria Inducible Urticaria
(CSU)
Spontaneous appearance of wheals, Symptomatic dermographism?

angioedema or both for > 6 weeks due to

N
known® or unknown causes Cold urticaria

Delayed pressure urticaria*
Solar urticaria

Heat urticaria®

Vibratory angioedema
Cholinergic urticaria
Contact urticaria

Aquagenic urticaria

! For example, autoreactivity, i.e. the presence of mast cell-activating autoantibodies; 2 also
called urticaria factitia or dermographic urticaria; % also called cold contact urticaria,* also

called pressure urticaria; ° also called heat contact urticaria

Table 5. Diseases related to urticaria for historical reasons, and syndromes that present with

hives and/or angioedema.

e Maculopapular cutaneous mastocytosis (urticaria pigmentosa)
e Urticarial vasculitis

e Bradykinin-mediated angioedema (e.g. HAE)
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e  Exercise-induced anaphylaxis

e Cryopyrin-associated periodic syndromes (CAPS; urticarial rash, recurrent fever attacks,
arthralgia or arthritis, eye inflammation, fatigue and headaches), i.e. Familial Cold
Autoinflammatory Syndrome (FCAS), Muckle-Wells Syndrome (MWS) or Neonatal Onset
Multisystem Inflammatory Disease (NOMID).

e  Schnitzler’s syndrome (recurrent urticarial rash and monoclonal gammopathy, recurrent
fever attacks, bone and muscle pain, arthralgia or arthritis and lymphadenopathy)

e  Gleich’s syndrome (episodic angioedema with eosinophilia)
e  Well’s syndrome (granulomatous dermatitis with eosinophilia/eosinophilic cellulitis)
e Bullous pemphigoid (prebullous stage)

These diseases and syndromes are related to urticaria 1) because they can present with wheals,

angioedema, or both and/or 2) because of historical reasons.

Pathophysiological aspects

Urticaria is a mast cell-driven disease. Histamine and other mediators, such as platelet-
activating factor (PAF) and cytokines released from activated skin mast cells, result in
sensory nerve activation, vasodilatation and plasma extravasation as well as cell recruitment
to urticarial lesions. The mast cell-activating signals in urticaria are ill defined and likely to be
heterogeneous and diverse. Histologically, wheals are characterized by edema of the upper
and mid dermis, with dilatation and augmented permeability of the postcapillary venules, as
well as lymphatic vessels of the upper dermis leading to leakage of serum into the tissue. In
angioedema, similar changes occur primarily in the lower dermis and the subcutis. Skin
affected by wheals virtually always exhibits upregulation of endothelial cell adhesion
molecules, neuropeptides and growth factors and a mixed inflammatory perivascular infiltrate
of variable intensity, consisting of neutrophils with or without eosinophils, basophils,
macrophages, and T-cells but without vessel-wall necrosis, which is a hallmark of urticarial
vasculitis (13-17). The nonlesional skin of chronic spontaneous urticaria (CSU) patients
shows upregulation of adhesion molecules (18), infiltrating eosinophils, and altered cytokine
expression (19). A mild to moderate increase of mast cell numbers has also been reported by
some authors. These findings underline the complex nature of the pathogenesis of urticaria,
which has many features in addition to the release of histamine from dermal mast cells (20-
22). Some of these features of urticaria are also seen in a wide variety of inflammatory

conditions and are thus not specific or of diagnostic value. A search for more specific
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histological bio-markers for different subtypes of urticaria and for distinguishing urticaria

from other conditions is desirable (23).

Burden of disease

The burden of CU for patients, their family and friends, the health care system and society is
substantial. The use of patient-reported outcome measures such as the urticaria activity score
(UAS), the angioedema activity score (AAS), the CU quality of life questionnaire (CU-
Q20L), the angioedema quality of life questionnaire (AE-QoL) and the urticaria control test
(UCT) in studies and clinical practice has helped to better define the effects and impact of CU
on patients (24). The available data indicate that urticaria markedly affects both objective
functioning and subjective well-being (25-27). Previously, O’Donnell et al. showed that
health status scores in CSU patients are comparable to those reported by patients with
coronary artery disease (28). Furthermore, both health status and subjective satisfaction in
patients with CSU are lower than in healthy subjects and in patients with respiratory allergy
(29). CU also has considerable costs to patients and the society (30-32).

Diagnosis of urticaria

Diagnostic work up in Acute Urticaria

Acute urticaria usually does not require a diagnostic workup, as it is usually self-limiting. The
only exception is the suspicion of acute urticaria due to a type | food allergy in sensitized
patients or the existence of other eliciting factors such as non-steroidal anti-inflammatory
drugs (NSAIDs). In this case, allergy tests as well as educating the patients may be useful to

allow patients to avoid re-exposure to relevant causative factors.

This article is protected by copyright. All rights reserved.



Should routine diagnostic measures be performed in acute urticaria?

We recommend against any routine diagnostic measures in

acute spontaneous urticaria. > 90%

H

consensus
(consensus-based)

The diagnostic work up in CU

The diagnostic work up of CSU has three major aims: 1) to exclude differential diagnoses, 2)
to assess disease activity, impact, and control, and 3) to identify triggers of exacerbation or,
where indicated, any underlying causes. Ad 1) Wheals or angioedema can be present in some
other conditions, too. In patients who display only wheals (but no angioedema), urticarial
vasculitis and autoinflammatory disorders such as Schnitzler syndrome or cryopyrin-
associated periodic syndromes (CAPS) need to be ruled out. On the other hand, in patients
who suffer only from recurrent angioedema (but not from wheals), bradykinin-mediated
angioedema like angiotensin-converting-enzyme (ACE)-inhibitor induced angioedema or
other non-mast cell related angioedema, i.e. HAE type 1-3, should be considered as
differential diagnoses (Figure 1). Ad 2) Baseline assessment of disease activity (UAS, AAS),
quality of life (CU-Q20L, AE-QoL), and disease control (UCT) are indispensable for guiding
treatment decisions, providing better insights into the patients’ disease burden, as well as
facilitating, improving, and standardizing the increasingly important documentation work (see
also section on Assessment of disease activity, impact, and control). Ad 3) History taking is
essential in patients with urticaria, as exacerbating triggers are variable. Further diagnostic
procedures to reveal underlying causes in patients with longstanding and uncontrolled disease

need to be determined carefully.

In the last decades, many advances have been made in identifying causes of different types
and subtypes of urticaria, e.g. in CSU (33-35). Among others, autoimmunity mediated by
functional autoantibodies directed against the high-affinity IgE receptor or IgE autoantibodies
to autoantigens, pseudo-allergy (non-allergic hypersensitivity reactions) to foods or drugs, and
acute or chronic infections (e.g. Helicobacter pylori or Anisakis simplex) have been described
as causes of CU (Table 6). However, there are considerable variations in the frequency of

underlying causes in the different studies. This also reflects regional differences in the world,
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e.g. differences in diets and the prevalence of infections. Thus, it is important to remember

that not all possible causative factors need to be investigated in all patients, and the first step

in diagnosis is a thorough history, taking the following items into consideration:

10

11

12

13

Time of onset of disease

Shape, size, frequency/duration and distribution of wheals
Associated angioedema

Associated symptoms, e.g. bone/joint pain, fever, abdominal cramps
Family and personal history regarding wheals and angioedema
Induction by physical agents or exercise

Occurrence in relation to daytime, weekends, menstrual cycle, holidays, and

foreign travel
Occurrence in relation to foods or drugs (e.g. NSAIDs, ACE-Inhibitors)
Occurrence in relation to infections, stress

Previous or current allergies, infections, internal/autoimmune diseases,

gastric/intestinal problems or other disorders
Social and occupational history, leisure activities
Previous therapy and response to therapy including dosage and duration

Previous diagnostic procedures/results

The second step of the diagnosis is the physical examination of the patient. Where it is

indicated by history and/or physical examination, further appropriate diagnostic tests should

be performed. The selection of these diagnostic measures largely depends on the nature of the

urticaria subtype, as summarized in Fig. 1 and Table 6.
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Figure 1. Recommended diagnostic algorithm for chronic urticaria

Diagnostic algorithm for patients presenting with wheals, angioedema, or both. AAE: Acquired

angioedema due to C1-inhibitor deficiency; ACE-Inh: angiotensin converting enzyme inhibitor; AE:

angioedema; AID: Auto-inflammatory disease; HAE: Hereditary angioedema; RAS: Renin

angiotensin system
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Figure legend

1

10

11

Apart from ACE inhibitors other renin inhibitors and sartans have been described to induce

angioedema but much less frequently

Patients should be asked for a detailed family history and age of disease onset
Test for elevated inflammation markers (C-reactive protein, erythrocyte

sedimentation rate), test for paraproteinemia in adults, look for signs of neutrophil-rich infiltrates in skin
biopsy; perform gene mutation analysis for hereditary periodic fever syndromes (e.g. Cryopyrin-

associated periodic syndrome), if strongly suspected.
Patients should be asked: “For how long does each individual wheal last?”

Test for Complement C4, C1-INH levels and function; in addition test for C1g and C1-INH antibodies, if
AAE is suspected; do gene mutation analysis, if former tests are unremarkable but patient’s history

suggests hereditary angioedema.

If there is no remission after 6 months of ACE-inhibitor discontinuation C1-Inhibitor should be tested for.

Does the biopsy of lesional skin show damage of the small vessels in the papillary and reticular dermis

and/or fibrinoid deposits in perivascular and interstitial locations suggestive of urticarial vasculitis?
Patients should be asked: “Can you make your wheals come? Can you bring out your wheals?”

In patients with a history suggestive of inducible urticaria standardized provocation testing according to

international consensus recommendations (36) should be performed.

Acquired autoinflammatory syndromes include Schnitzler’s syndrome as well as systemic-onset juvenile
idiopathic arthritis (sJIA) and adult-onset Still’s disease (AOSD); hereditary autoinflammatory
syndromes include Cryopyrin-associated periodic syndromes (CAPS) such as familial cold auto-
inflammatory syndromes (FCAS), Muckle-Wells syndrome (MWS) and neonatal onset multisystem
inflammatory disease (NOMID), more rarely hyper-1gD syndrome (HIDS) and tumor necrosis factor

receptor alpha-associated periodic syndrome (TRAPS).

In some rare cases recurrent angioedema is neither mast cell mediator-mediated nor bradykinin-mediated,
and the underlying pathomechanisms remain unknown. These rare cases are referred to as "idiopathic

angioedema" by some authors.

Table 6. Recommended diagnostic tests in frequent urticaria subtypes
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Types

Subtypes

Routine diagnostic tests

(recommended)

Extended diagnostic programme? (based on history)

For identification of underlying causes or eliciting
factors and for ruling out possible differential
diagnoses if indicated

Spontaneous

urticaria

Acute spontaneous

urticaria

None

None?

CSu

Differential blood count. ESR
and/ or CRP

Avoidance of suspected triggers (e.g. drugs);
Conduction of diagnostic tests for (in no preferred
order): (i) infectious diseases (e.g. Helicobacter
pylori); (ii) functional autoantibodies (e.g.
autologous skin serum test); (iii) thyroid gland
disorders (thyroid hormones and autoantibodies);
(iv) allergy (skin tests and/or allergen avoidance
test, e.g. allergen-free diet); (v) concomitant CindU,
see below (36)(vi) severe systemic diseases (e.g.
tryptase); (vii) other (e.g. lesional skin biopsy)

Inducible

urticaria

Cold urticaria

Cold provocation and threshold
test®*

Differential blood count and ESR or CRP, rule out
other diseases, especially infections (37)

Delayed pressure Pressure test and threshold test** | None
urticaria
Heat urticaria Heat provocation and threshold None

test>*

Solar urticaria

UV and visible light of different

wave lengths and threshold test®

Rule out other light-induced dermatoses

Symptomatic

dermographism

Elicit dermographism and
threshold test®*

Differential blood count, ESR or CRP

Vibratory angioedema

Test with vibration e.g. VVortex or

None
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mixer*

Aquagenic urticaria None
Provocation testing*

Cholinergic urticaria None
Provocation and threshold
testing®

Contact urticaria Provocation testing* None

ESR, erythrocyte sedimentation rate; CRP, C-reactive protein.

!Depending on suspected cause.

2Unless strongly suggested by patient history, e.g. allergy.

3All tests are done with different levels of the potential trigger to determine the threshold.

*For details on provocation and threshold testing see (36)

Should differential diagnoses be considered in patients with chronic spontaneous urticaria?

We recommend that differential diagnoses be considered in all patients
with signs or symptoms suggestive of chronic urticaria based on the

guideline algorithm.

(consensus-based)

"

> 90%

consensus

What routine diagnostic measures should be performed in chronic spontaneous urticaria?

We recommend limited investigations. Basic tests include differential
blood count and CRP and/or ESR.

(consensus-based)

In CSU, we recommend performing further diagnostic measures based
on the patient history and examination, especially in patients with long
standing and/or uncontrolled disease.

i

> 90%

consensus
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(consensus-based)

Should routine diagnostic measures be performed in chronic inducible urticaria?

We recommend using provocation testing to diagnose chronic inducible

urticaria.

> 90%

i M
We recommend to use provocation threshold measurements and the UCT HEETEIE

to measure disease activity and control in patients with chronic inducible

urticaria, respectively.

(consensus-based)

Intensive and costly general screening programs for causes of urticaria are strongly advised
against. The factors named in Table 6 in the extended programme should only be investigated
based on patient history. Type | allergy is an extremely rare cause of CSU. In contrast,
pseudo-allergic (non-allergic hypersensitivity reactions) to NSAIDs or food may be more
relevant for CSU. Diagnosis should be based on history of NSAID intake or a pseudo-allergic
elimination diet protocol. Bacterial, viral, parasitic, or fungal infections, e.g. with H. pylori,
streptococci, staphylococci, Yersinia, Giardia lamblia, Mycoplasma pneumoniae, hepatitis
viruses, norovirus, parvovirus B19, Anisakis simplex, Entamoeba spp, Blastocystis spp, have
been implicated to be underlying causes of urticaria (38-40). The frequency and relevance of
infectious diseases varies considerably between different patient groups and different
geographical regions. For example, Anisakis simplex, a sea fish nematode, has only been

discussed as a possible cause of recurrent acute spontaneous urticaria in areas of the world
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where uncooked fish is eaten frequently (41, 42). The relevance of H. pylori, dental or ear,
nose and throat infections also appears to vary between patient groups (40, 43-46). More
research is needed in order to make definitive recommendations regarding the role of

infection in urticaria.

Routine screening for malignancies in the diagnosis of underlying causes for urticaria is not
suggested. Although it is noted that a slightly increased prevalence has been reported in
Taiwan (47) there is not sufficient evidence available for a causal correlation of urticaria with
neoplastic diseases. Ruling out malignancies is however warranted if patient history (e.g.

sudden loss of weight) points to this.

Currently, the only generally available tests to screen for autoantibodies against either IgE or
FceR1 (the high affinity IgE receptor) are the Autologous Serum Skin Test (ASST) and
basophil activation tests (BATS). The ASST is a nonspecific screening test that evaluates the
presence of serum histamine-releasing factors of any type, not just histamine-releasing
autoantibodies. The ASST should be performed with utmost care since infections might be

transmitted if, by mistake, patients were injected with someone else’s serum. The subject is

further elucidated in a separate EAACI/GAZLEN position paper (48, 49).

BATSs assess histamine release or upregulation of activation markers of donor basophils in
response to stimulation with the serum of CSU patients. BATs can help to co-assess disease
activity in patients with urticaria (50, 51) as well as to diagnose autoimmune urticaria (52).
Furthermore, BAT can be used as a marker for responsiveness to ciclosporin A or
omalizumab (53, 54).

In some subjects with active CSU, several groups have noted blood basopenia and that blood

basophils exhibit suppressed IgE receptor-mediated histamine release to anti-IgE. Blood
basophils are detected in skin lesions of CSU patients (19). CSU remission is associated with
increases in blood basophil numbers and IgE receptor-triggered histamine response (55, 56).
A rise in basophil number is also observed during anti-IgE treatment(57) This finding,
however, needs to be examined in future research and currently does not lead to diagnostic
recommendations. However, it should be noted that a low basophil blood count should not
result in further diagnostic procedures. It is also known, that levels of D-dimer are
significantly higher in patients with active CSU and decrease according to the clinical
response of the disease to omalizumab. The relevance of this finding is not yet clear and
currently it is not recommended to measure D-dimer levels (58, 59).
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Assessment of disease activity, impact and control

Disease activity in spontaneous urticaria should be assessed both in clinical care and trials
with the UAS7 (Table 7), a unified and simple scoring system that was proposed in the last
version of the guidelines and has been validated (60, 61). The UAS7 is based on the
assessment of key urticaria signs and symptoms (wheals and pruritus), which are documented
by the patient, making this score especially valuable. The use of the UAS7 facilitates
comparison of study results from different centres. As urticaria activity frequently changes,
the overall disease activity is best measured by advising patients to document 24-h self-
evaluation scores once daily for several days. The UAS7, i.e. the sum score of 7 consecutive
days, should be used in routine clinical practice to determine disease activity and response to
treatment of patients with CSU. For patients with angioedema, a novel activity score, the
Angioedema Activity Score (AAS) has been developed and validated (62). In addition to
disease activity, it is important to assess the impact of disease on quality of life as well as
disease control both in clinical practice and trials. Recently, the Urticaria Control Test (UCT)
has become valuable in the assessment of patients’ disease status (63, 64). The UCT was
developed and validated to determine the level of disease control in all forms of CU (CSU and
CIndU). The UCT has only four items with a clearly defined cut off for patients with “well-
controlled” vs. “poorly controlled” disease, and it is thus suited for the management of
patients in routine clinical practice. The cut-off value for a well-controlled disease is 12 out of

16 possible points. This helps to guide treatment decisions.

Patients should be assessed for disease activity, impact and control at the first and every
follow up visit, acknowledging that some tools, e.g. the UAS can only be used prospectively
and others, e.g. the UCT, allow for retrospective assessment. Validated instruments such as
the UAS7, AAS, CU-Q2oL, AE-QoL and UCT should be used in CU for this purpose.

Should patients with chronic urticaria be assessed for disease activity, impact, and control?

We recommend that patients with CU be assessed for disease activity,

impact, and control at every visit. 1

(consensus-based)
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Which instruments should be used to assess and monitor disease activity in chronic

spontaneous urticaria patients?

We suggest the use of the urticaria activity score, UAS7, and of the
angioedema activity score, AAS, for assessing disease activity in

patients with chronic spontaneous urticaria.

(consensus-based)

> 90%

consensus

Which instruments should be used to assess and monitor quality of life impairment in

chronic spontaneous urticaria patients?

We suggest the use of the chronic urticaria quality of life
guestionnaire, CU-Q2oL, and the angioedema quality of life
questionnaire, AE-QoL, for assessing quality of life impairment in

patients with chronic spontaneous urticaria.

(consensus-based)

>90%

consensus

Which instruments should be used to assess and monitor disease control in chronic

spontaneous urticaria patients?

We suggest the use of the urticaria control test, UCT, for assessing

disease control in patients with chronic spontaneous urticaria.

(consensus-based)

> 90%

consensus

In CIndU, the threshold of the eliciting factor(s) should be determined to assess disease activity, e.g.

critical temperature and stimulation time thresholds for cold provocation in cold urticaria. These

thresholds allow both patients and treating physicians to evaluate disease activity and response to

treatment (65-70).
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Table 7. The urticaria activity score (UAS7) for assessing disease activity in CSU

Score Wheals Pruritus
0 None None
1 Mild (<20 wheals/24 h) Mild (present but not annoying

or troublesome)

2 Moderate (20-50 wheals/24 h) Moderate (troublesome but
does not interfere with normal

daily activity or sleep)

3 Intense (>50 wheals/24 h or large confluent Intense (severe pruritus, which
areas of wheals) is sufficiently troublesome to
interfere with normal daily

activity or sleep)

Sum of score: 0-6 for each day is summarized over one week (maximum 42)

The diagnostic work up in CIndU

In CIndUs, the routine diagnostic work up should follow the consensus recommendations on
the definition, diagnostic testing, and management of CIndUs (36). Diagnostics in CIndU are
used to identify the subtype of CindU and to determine trigger thresholds (36). The latter is
important as it allows for assessing disease activity and response to treatment. For most types
of CIndU, validated tools for provocation testing are meanwhile available (36). Examples
include cold and heat urticaria, where a Peltier element-based provocation device
(TempTest®) is available (71), symptomatic dermographism for which a dermographometer
(FricTest®) has been developed (72, 73), and delayed pressure urticaria. In cholinergic
urticaria, a graded provocation test with office-based methods, e.g. pulse-controlled
ergometry, is available (68, 74). Patients with contact urticaria or aquagenic urticaria should

be assessed by appropriate cutaneous provocation tests (36).

Diagnosis in Children

Urticaria can occur in all age groups, including infants and young children. Although data for

childhood CSU is still sparse, recent investigations indicate that the prevalence of CIndUs and
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CSU, and underlying causes of CSU are very similar to the prevalence and causes in adults,
with some minor differences (75-78).

Thus, the diagnostic approaches for children should be similar to those in adults.

The diagnostic work up of CSU in children has the same aims as in adults: 1) Differential
diagnoses should be excluded with a special focus on Cryopyrin-associated periodic
syndrome (CAPS). CAPS is a rare disease with a urticaria-like rash that manifests in
childhood (79). 2) If possible, i.e. depending on the age of the child, disease activity, impact
and control should be assessed using assessment tools similar to those used in adults, although
it has to be noted that no validated disease specific tools for children are available as of now.
3) Triggers of exacerbation should be identified and, where indicated, underlying causes,
which appear to be similar to those in adults, should be searched for. In children with CIindU,

similar tests for provocation and the determination of trigger thresholds should be performed

Management of Urticaria

Basic considerations

1. The goal of treatment is to treat the disease until it is gone.
2. The therapeutic approach to CU can involve
a. the identification and elimination of underlying causes,
b. the avoidance of eliciting factors,
c. tolerance induction, and/or
d. the use of pharmacological treatment to prevent mast cell mediator release
and/or the effects of mast cell mediators
3. Treatment should follow the basic principles of treating as much as needed and as
little as possible. This may mean stepping up or stepping down in the treatment

algorithm according to the course of disease.

Should treatment aim at complete symptom control in urticaria?

We recommend aiming at complete symptom control in urticaria,

considering as much as possible the safety and the quality of life of > 90%

each individual patient. )

(consensus-based)
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Identification and elimination of underlying causes and avoidance of
eliciting factors

To eliminate an underlying cause, an exact diagnosis is a basic prerequisite. The identification
of a cause in CU is, however, difficult in most cases, e.g. infections may be a cause,
aggravating factor or unrelated. The only definite proof of a causative nature of a suspected
agent or trigger is the remission of symptoms following elimination and recurrence of
symptoms following re-challenge in a double-blind provocation test. Spontaneous remission
of urticaria can occur any time, the elimination of a suspected cause or trigger can also occur
coincidentally.

Drugs. When these agents are suspected in the course of diagnostic work up, they should be
omitted entirely or substituted by another class of agents if indispensable. Drugs causing non-
allergic hypersensitivity reactions (the prototypes being NSAIDs) cannot only elicit, but can
also aggravate preexisting CSU (80), so that elimination in the latter case will only improve

symptoms in some patients.

Should patients with chronic spontaneous urticaria be advised to discontinue medication that is

suspected to worsen the disease?

We recommend advising patients with chronic spontaneous urticaria to
> 90%

consensus

discontinue medication that is suspected to worsen the disease, e.g. NSAIDs. 1

(consensus-based)

Physical stimuli. Avoidance of physical stimuli for the treatment of CIndUs is desirable, but
mostly very difficult to achieve. Detailed information about the physical properties of the
respective stimulus should make the patient sufficiently knowledgeable to recognize and
control exposure in normal daily life. Thus, for instance, it is important in delayed pressure
urticaria and in symptomatic dermographism to point out that pressure is defined as force per
area and that simple measures, such as broadening of the handle of heavy bags for pressure
urticaria or reducing friction in case of symptomatic dermographism, may be helpful in the
prevention of symptoms. Similar considerations hold for cold urticaria where the impact of
the wind chill factor in cold winds needs to be remembered. For solar urticaria, the exact
identification of the range of eliciting wave lengths may be important for the appropriate

selection of sunscreens or for the selection of light bulbs with an UV-A filter. However, in
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many patients, the threshold for the relevant physical trigger is low and total avoidance of
symptoms is virtually impossible. For example, severe symptomatic dermographism is
sometimes confused with CSU because seemingly spontaneous hives are observed where
even loose-fitting clothing rubs on the patient’s skin or unintentional scratching by patients
readily causes the development of wheals in that area.

Eradication of infectious agents and treatment of inflammatory processes. In contrast to
CIndU, CSU is often reported to be associated with a variety of inflammatory or infectious
diseases. This is regarded as significant in some instances, but some studies show conflicting
results and have methodological weaknesses. These infections, which should be treated
appropriately, include those of the gastrointestinal tract like H. pylori infection or bacterial
infections of the nasopharynx (81) (even if association with urticaria is not clear in the
individual patient and a meta-analysis shows overall low evidence for eradication therapy
(81), H. pylori should be eliminated as an association with gastric cancer is suggested (82)).
Bowel parasites, a rare possible cause of CSU in developed industrial countries, should be
eliminated if indicated (81, 83). In the past, intestinal candidiasis was regarded as a highly
important underlying cause of CSU (81), but more recent findings fail to support a significant
causative role (84). Apart from infectious diseases, chronic inflammatory processes due to
diverse other diseases have been identified as potentially triggering CSU. This holds
particularly for gastritis, reflux oesophagitis or inflammation of the bile duct or gall bladder
(85, 86). However, similar to infections, it is not easily possible to discern whether any of
these are relevant causes of CSU but should be treated as many of them may be also
associated with development of malignancies.

Reduction of physical and emotional stress. Although the mechanisms of stress-induced
exacerbation are not well investigated, some evidence indicates that disease activity and
severity are correlated with stress levels (87). This holds true for emotional stress as well as
physical stress which in some entities can be relevant for the development of symptoms such
as in cholinergic urticaria (88).

Reduction of functional autoantibodies. Direct reduction of functional autoantibodies by
plasmapheresis has been shown to be of temporary benefit in some, severely affected patients
(89). Due to limited experience and high costs, this therapy is suggested for autoantibody-
positive CSU patients who are unresponsive to all other forms of treatment.

Dietary management. IgE-mediated food allergy is extremely rarely the underlying cause of
CSU (90, 91). If identified, the specific food allergens need to be omitted as far as possible

which leads to a remission within less than 24 hours. In some CSU patients, pseudoallergic
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reactions (non-IgE-mediated hypersensitivity reactions) to naturally occurring food
ingredients and in some cases to food additives have been observed (90-95). A
pseudoallergen-free diet, containing only low levels of natural as well as artificial food
pseudoallergens, has been tested in different countries (96) and also a low histamine diet may
improve symptoms in those patients (97). Those diets are controversial and as yet unproven in
well designed double blinded placebo controlled studies. However, when used they must
usually be maintained for a minimum of 2-3 weeks before beneficial effects are observed.
However, it should be pointed out that this kind of treatment requires cooperative patients and
success rates may vary considerably due to regional differences in food and dietary habits.
More research is necessary on the effect of natural and artificial ingredients of food in causing

urticaria.

Inducing tolerance

Inducing tolerance can be useful in some subtypes of urticaria. Examples are cold urticaria,
cholinergic urticaria, and solar urticaria, where even a rush therapy with UV-A has been
proven to be effective within 3 days (98). However, tolerance induction is only lasting for a
few days, thus a consistent daily exposure to the stimulus just at threshold level is required.
Tolerance induction and maintenance are often not accepted by patients, e.g. in the case of
cold urticaria where daily cold baths/showers are needed to achieve this

Symptomatic pharmacological treatment

A basic principle of the pharmacological treatment is to aim at complete symptom relief.
Another general principle in pharmacotherapy is to use as much as needed and as little as
possible. The extent and selection of medication may therefore vary in the course of the
disease.

The main option in therapies aimed at symptomatic relief is to reduce the effect of mast cell
mediators such as histamine, PAF and others on the target organs. Many symptoms of
urticaria are mediated primarily by the actions of histamine on H;-receptors located on
endothelial cells (the wheal) and on sensory nerves (neurogenic flare and pruritus). Thus,
continuous treatment with Hj-antihistamines is of eminent importance in the treatment of
urticaria (safety data are available for use of several years continuously). Continuous use of
H;-anthistamines in CU is supported not only by the results of clinical trials (99, 100) but also

by the mechanism of action of these medications, i.e. that they are inverse agonists with
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preferential affinity for the inactive state of the histamine H;-receptor and stabilize it in this
conformation, shifting the equilibrium towards the inactive state.

However, other mast cell mediators (PAF, leukotrienes, cytokines) can also be involved and a
pronounced cellular infiltrate including basophils, lymphocytes and eosinophils may be
observed (101). These may respond completely to a brief burst of corticosteroid and may be
relatively refractory to antihistamines.

These general considerations on pharmacotherapy refer to all forms of acute and chronic
urticaria. The difference between spontaneous urticaria and CIndU is however that in some
forms of physical urticaria e.g. cold urticaria instead of continuous treatment on demand
treatment may be useful. Especially if the patient knows of a planned trigger such as expected
cold exposure when going for a swim in summer the intake of an antihistamine 2 hours prior
to the activity may be sufficient.

Antihistamines have been available for the treatment of urticaria since the 1950s. The older
first generation antihistamines have pronounced anticholinergic effects and sedative actions
on the central nervous system (CNS) and many interactions with alcohol and drugs affecting
the CNS, such as analgesics, hypnotics, sedatives and mood elevating drugs, have been
described. They can also interfere with rapid eye movement (REM) sleep and impact on
learning and performance. Impairment is particularly prominent during multi-tasking and
performance of complex sensorimotor tasks such as driving. In a GAZ2LEN position paper
(102) it is strongly recommended not to use first generation antihistamines any longer in
allergy both for adults and especially in children. This view is shared by the WHO guideline
ARIA (103). Based on strong evidence regarding potential serious side-effects of old sedating
antihistamines (lethal overdoses have been reported) we recommend against the use of these
sedating antihistamines for the routine management of CU as first line agents, except for the
rare places worldwide in which modern 2nd generation antihistamines are not available. The
side-effects of first generation Hj-antihistamines are most pronounced for promethazine,
diphenhydramine, ketotifen and chlorphenamine and are well-understood. They penetrate the
blood-brain barrier, bind to H;-receptors in the CNS and interfere with the neurotransmitter
effects of histamine. Positron-emission tomography (PET) studies document their penetration
into the human brain and provide a new standard whereby CNS H;-receptor occupancy can be
related directly to effects on CNS function (104).

The development of modern 2nd generation antihistamines led to drugs which are minimally
or non-sedating and free of anticholinergic effects. However, two of the earlier modern 2nd

generation drugs, astemizole and terfenadine, which were essentially pro-drugs requiring
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hepatic metabolism to become fully active, had cardiotoxic effects if this metabolism was
blocked by concomitant administration of inhibitors of the cytochrome P450 (CYP) 3A4
isoenzyme, such as ketoconazole or erythromycin. These two drugs are no longer available in
most countries and we recommend that they are not used.

Further progress with regard to drug safety has been achieved in the last few decades with a
considerable number of newer modern 2nd generation antihistamines (104). Not all
antihistamines have been tested specifically in urticaria, but many non-sedating antihistamines
studies are available, e.g. cetirizine, desloratadine, fexofenadine, levocetirizine, loratadine,
ebastine, rupatadine and bilastine. Modern 2nd generation antihistamines should be
considered as the first line symptomatic treatment for urticaria because of their good safety
profile. However, up to date, well designed clinical trials comparing the efficacy and safety of

modern 2nd generation Hj-antihistamines in urticaria are largely lacking.

Are 2" H;-antihistamines to be preferred over 1% generation H;-antihistamines for the treatment

of chronic urticaria?

We suggest 2nd generation HZ1-antihistamines over 1st generation H1-

antihistamines for the treatment of patients with chronic urticaria.

(evidence-based and consensus-based)

> 90%

consensus

Should modern 2nd generation Hi-antihistamines be used as first-line treatment of urticaria?

We recommend 2nd generation H;-antihistamines as first-line treatment

of chronic urticaria.

(evidence-based and consensus-based)

"

> 90%

consensus

Should modern 2nd generation Hj-antihistamines be taken regularly or as needed by patients with

chronic urticaria?

We suggest 2nd generation Hj-antihistamines to be taken regularly for the

treatment of patients with chronic urticaria.

(evidence-based and consensus-based)

> 90%

consensus
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Should different 2" Hi-antihistamines be used at the same time?

We recommend against using different Hj-antihistamines at the same

time. > 90%

consensus
W
(consensus-based)

There are studies showing the benefit of a higher dosage of 2" generation antihistamines in
individual patients (105-107) corroborating earlier studies which came to the same conclusion
employing first generation antihistamines (108, 109). This has been verified in studies using
up to fourfold higher than recommended doses of bilastine, cetirizine, desloratadine, ebastine,
fexofenadine, levocetirizine, and rupatadine (105, 106, 110-113) .

In summary, these studies suggest that the majority of patients with urticaria not responding to
standard doses will benefit from up-dosing of antihistamines. Modern 2nd generation
antihistamines at licensed doses are first line treatment in urticaria and updosing is second line

treatment (Fig. 2).

Is an increase in the dose to fourfold of modern 2nd generation H;-antihistamines useful and to be

preferred over other treatments in urticaria (second-line treatment)?

We suggest updosing 2nd generation Hj-antihistamines up to 4-fold in
patients with chronic urticaria unresponsive to 2nd generation Hj- > 90%

- . : 1
antihistamines 1-fold. consensus

(evidence-based and consensus-based)

If there is no improvement, should higher than fourfold doses of 2nd generation Hj-antihistamines

be used?

We recommend against using higher than 4-fold standard dosed Hj-

antihistamines in chronic urticaria. I > 90%
COoNSsensus
(consensus-based)
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Further therapeutic possibilities for antihistamines-refractory patients

Omalizumab (anti-IgE) has been shown to be very effective and safe in the treatment of CSU
(114-119). Omalizumab has also been reported to be effective in CindU (120, 121) including
cholinergic urticaria (122), cold urticaria (70, 123), solar urticaria (124), heat urticaria (125),
symptomatic dermographism (69, 126), as well as delayed pressure urticaria (127). In CSU,
omalizumab prevents angioedema development (128), markedly improves quality of life (8,
129), is suitable for long-term treatment (130), and effectively treats relapse after
discontinuation (130, 131). Omalizumab, in CU, is effective at doses from 150 — 300 mg per
month. Dosing is independent of total serum IgE (132). The recommended dose in CSU is
300 mg every four weeks. The licensed doses and treatment duration vary between different

countries.

Is omalizumab useful as add-on treatment in patients unresponsive to high doses of Hi-

antihistamines (third-line treatment of urticaria)?

We recommend adding on omalizumab* for the treatment of patients with

CU unresponsive to 2nd generation H;-antihistamines. > 90%

"

(evidence-based and consensus-based)

* currently licensed for urticaria

Ciclosporin A also has a moderate, direct effect on mast cell mediator release (133, 134).
Efficacy of ciclosporin A in combination with a modern 2nd generation H;-antihistamine has
been shown in placebo controlled trials (135-137) as well as open controlled trials (138) in
CSU, but this drug cannot be recommended as standard treatment due to a higher incidence of
adverse effects (136). Ciclosporin A is off-label for urticaria and is recommended only for
patients with severe disease refractory to any dose of antihistamine and omalizumab in
combination. However ciclosporin A has a far better risk/benefit ratio compared with long-

term use of steroids.
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Is ciclosporin A useful as add-on treatment in patients unresponsive to high doses of Hj-

antihistamines (third-line treatment of urticaria)?

We suggest adding on ciclosporin A for the treatment of patients with CU
> 90%

consensus

unresponsive to 2" generation H;-antihistamines. t

(evidence-based and consensus-based)

Comment by the authors: as shown in the consensus-based treatment algorithm (Figure 2), which was
voted on later, it was decided that omalizumab should be tried before ciclosporin A since the latter is

not licensed for urticaria and has an inferior profile of adverse effects.

Some previous RCTs have assessed the use of leukotriene receptor anatagonists. Studies are
difficult to compare due to different populations studied, e.g., inclusion of only aspirin and
food additive intolerant patients or exclusion of ASST-positive patients. In general the level
of evidence for the efficacy of leukotriene receptor antagonists in urticaria is low but best for

montelukast.

Are leukotriene antagonists useful as add-on treatment in patients unresponsive to high doses of

Hi-antihistamines?

We cannot make a recommendation with respect to montelukast as
add-on treatment to Hj-antihistamines in patients with chronic > 90%

urticaria unresponsive to Hi-antihistamines. consensus

(evidence-based and consensus-based)

At present, topical corticosteroids are frequently and successfully used in many allergic
diseases, but in urticaria topical steroids are not helpful (with the possible exception of
pressure urticaria on soles as alternative therapy with low evidence). If systemic
corticosteroids are used, doses between 20-50mg/d for prednisone are required with
obligatory side effects on long-term use. There is a strong recommendation against the long-
term use of corticosteroids outside specialist clinics. Depending on the country it must be

noted that steroids are also not licensed for CU (e.g. in Germany prednisolone is only licensed

This article is protected by copyright. All rights reserved.




for acute urticaria). For acute urticaria and acute exacerbations of CSU, a short course of oral
corticosteroids, i.e. treatment of a maximum of up to 10 days, may, however, be helpful to

reduce disease duration/activity (139, 140). Nevertheless, well-designed RCTs are lacking.

Should oral corticosteroids be used as add-on treatment in the treatment of urticaria?

We recommend against the long-term wuse of systemic

glucocorticosteroids in CU. > 90%

)
consensus
(consensus-based)

We suggest considering a short course of systemic
> 90%

consensus

glucocorticosteroids in patients with an acute exacerbation of CU. 1

(consensus-based)

While antihistamines at up to quadruple the manufacturers’ recommended dosages will
control symptoms in a large part of patients with urticaria in general practice, alternative
treatments are needed for the remaining unresponsive patients. Before changing to an
alternative therapy, it is recommended to wait for 1-4 weeks to allow full effectiveness.

Since the severity of urticaria may fluctuate, and spontaneous remission may occur at any
time, it is also recommended to re-evaluate the necessity for continued or alternative drug
treatment every 3—6 months.

Except for omalizumab and ciclosporin A, which both have restrictions due to their high cost,
many of the alternative methods of treatment, such as combinations of modern 2nd generation
H;-antihistamines with leukotriene receptor anatagonists, are based on clinical trials with low
levels of evidence (Table 9). Based on the level of evidence the recommended third line and
fourth line treatment options are thus limited (see algorithm fig.2).

For H,-antagonists and dapsone, recommended in the previous versions of the guideline, are
now perceived to have little evidence to maintain them as recommendable in the algorithm
but they may still have relevance as they are very affordable in some more restricted health
care systems. Sulfasalazine, methotrexate, interferon, plasmapheresis, phototherapy,
intravenous immunoglobulins (IVIG/IGIV) and other treatment options have low quality

evidence or just case series have been published (2) (Table 9). Despite the lack of published
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evidence, all these drugs may be of value to individual patients in the appropriate clinical
context (141)

Are H-antihistamines useful as add-on treatment in patients unresponsive to low or high doses

of Hi-antihistamines?

We cannot make a recommendation for or against the combined use of

H;-and H;-antagonists in patients with chronic urticaria. > 75%

(evidence-based and consensus-based)

Antagonists of tumor necrosis factor alpha (TNF-alpha) (142) and IVIG/IGIV (143-146),
which have been successfully used in case reports, are recommended currently only to be used
in specialized centers as last option (i.e., anti-TNF-alpha for delayed pressure urticaria and
IVIG/IGIV for CSU) (147, 148).

For the treatment of CSU and symptomatic dermographism, UV-B (narrow band-UVB,
TLO1), UV-A and PUVA treatment for 1-3 months can be added to antihistamine treatment
(149-151).

Some treatment alternatives formerly proposed have been shown to be ineffective in double-
blind, placebo controlled studies and should no longer be used as the grade of
recommendation is low. These include tranexamic acid and sodium cromoglycate in CSU
(152, 153), nifedipine in symptomatic dermographism/urticaria factitia (154) and colchicine
and indomethacin in delayed pressure urticaria (155, 156). However, more research may be
needed for patient subgroups, e.g recently (157) a pilot study of patients with elevated D-
dimer levels showed heparin and tranexamic acid therapy may be effective.

consensus

Could any other treatment options be recommended as third-line treatment in urticaria?

We cannot make a recommendation with respect to further

treatment options. > 90%

(evidence-based and consensus-based)
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Treatment of special populations

Children

Many clinicians use first generation, sedating H;-antihistamines as their first choice in the
treatment of children with allergies assuming that the safety profile of these drugs is better
known than that of the modern 2nd generation H;-antihistamines due to a longer experience
with them. Also, the use of modern 2nd generation H;-antihistamines is not licensed for use in
children less than 6 months of age in many countries while the recommendation for the first
generation Hi-antihistamines is sometimes less clear since these drugs were licensed at a time
when the code of good clinical practice for the pharmaceutical industry was less stringent. As
a consequence many doctors choose first generation antihistamines which, as pointed out
above, have a lower safety profile compared with modern 2nd generation Hj-antihistamines.
A strong recommendation was made by the panel to discourage the use of first generation
antihistamines in infants and children. Thus, in children the same first line treatment and up-
dosing (weight and age adjusted) is recommended as in adults. Only medications with proven
efficacy and safety in the paediatric population should be used. Cetirizine (158), desloratadine
(159, 160), fexofenadine (161), levocetirizine (162), rupatadine (163), bilastine (164) and
loratadine (158) have been well studied in children and their long-term safety has been well
established in the paediatric population. In addition, the choice of the modern 2nd generation
H;-antihistamines in children depends on the age and availability as not all are available as
syrup or fast dissolving tablet suitable for children. The lowest licensed age also differs from
country to country. All further steps should be based on individual considerations and be
taken carefully as up-dosing of antihistamines and further treatment options are not well

studied in children.

Should the same treatment algorithm be used in children?

We suggest using the same treatment algorithm with caution in
> 90%

consensus

children with chronic urticaria. 1

(consensus-based)
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Pregnant and lactating women

The same considerations in principle apply to pregnant and lactating women. In general, use
of any systemic treatment should generally be avoided in pregnant women, especially in the
first trimester. On the other hand, pregnant women have the right to the best therapy possible.
While the safety of treatment has not been systematically studied in pregnant women with
urticaria, it should be pointed out that the possible negative effects of increased levels of
histamine occurring in urticaria have also not been studied in pregnancy. Regarding treatment,
no reports of birth defects in women having used modern 2nd generation antihistamines
during pregnancy have been reported to date. However, only small sample size studies are
available for cetirizine (165) and one large meta-analysis for loratadine (166). Furthermore, as
several modern 2nd generation antihistamines are now prescription free and used widely in
both allergic rhinitis and urticaria, it must be assumed that many women have used these
drugs especially in the beginning of pregnancy, at least before the pregnancy was confirmed.
Nevertheless, since the highest safety is mandatory in pregnancy, the suggestion for the use of
modern 2nd generation antihistamines is to prefer loratadine with the possible extrapolation to
desloratadine and cetirizine with a possible extrapolation to levocetirizine. All Hj-
antihistamines are excreted in breast milk in low concentrations. Use of second-generation
H;-antihistamines is advised, as nursing infants occasionally develop sedation from the old

first-generation Hi-antihistamines transmitted in breast milk.

The increased dosage of modern 2nd generation antihistamines can only be carefully
suggested in pregnancy since safety studies have not been done, and with loratadine it must be
remembered that this drug is metabolized in the liver which is not the case for its metabolite
desloratadine. First generation Hj-antihistamines should be avoided (102). The use of
omalizumab in pregnancy has been proven to be safe and to date there is no indication of
teratogenicity (167-169). All further steps should be based on individual considerations, with
a preference for medications that have a satisfactory risk-to-benefit ratio in pregnant women
and neonates with regard to teratogenicity and embryotoxicity. For example, ciclosporin,
although not teratogenic, is embryo-toxic in animal models and is associated with preterm
delivery and low birth weight in human infants. Whether the benefits of ciclosporin in CU are
worth the risks in pregnant women will have to be determined on a case-by-case basis.
However, all decisions should be reevaluated according to the current recommendations

published by regulatory authorities.
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Should the same treatment algorithm be used in pregnant women and during lactation?

Need for further research

The panel and participants identified several areas in which further research is needed. These
points are summarized in Table 8.
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Table 8. Areas of further research in urticaria.

e Global epidemiology, in adults and children

e The socio-economic consequences

¢ Identification of mast cell/basophil activating factors

e ldentification of new histological markers

e Identification of serum biomarkers of urticarial activity/mast cell activation

e Determination of minimal important differences for instruments that assess disease
activity or impact relevant response (e.g. UAS, CU-Q20L)

e Clarification of the role of coagulation/coagulation factors in CSU

e Development of commercially available in vitro tests for detecting serum auto-
antibodies for anti-1gE or anti-FceRI

e Evaluation of IgE-auto-antibodies

e Clarification of associated psychiatric /psychosomatic diseases and their impact

e Pathomechanisms in antihistamine-resistant urticaria/angioedema

e Double blind control trials comparing different modern 2nd generation H;-
antihistamines in higher doses in CSU and different subtypes of urticaria

e Regular versus on demand use of Hi-antihistamines on the duration of urticaria /
severity of urticaria

o Safety profile of available treatments, long term phamacosurveillance

e Multicentre studies on the possible effect of anticoagulants (oral and heparin
derivatives) on CSU

e Controlled multicenter trials on the possible effect of add-on of H,-antihistamines,
montelukast, sulfones (dapsone/sulfasalazine), methotrexate, azathioprine
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Figures

Figure 2. Recommended treatment algorithm for urticaria*

Second-generation H -Antihistamines (sgAH)

If inadequate control:
After 2-4 weeks or earlier,
if symptoms are intolerable

Consider referral
to specialist

Increase sgAH dose (up to 4x)

If inadequate control:
After 2-4 weeks or earlier,
if symptoms are intolerable

Add on to sgAH: Omalizumab

If inadequate control:
Within 6 months or earlier,
if symptoms are intolerable

Should be performed
under the supervision of
a specialist

Add on to sgAH: Ciclosporin

Chronic urticaria treatment algorithm. This algorithm was voted on after finishing all separate GRADE
questions taking into consideration the existing consensus. It was decided that omalizumab should be tried before
ciclosporin A since the latter is not licensed for urticaria and has an inferior profile of adverse effects. In addition:
A short course of glucocorticosteroids may be considered in case of severe exacerbation. Other treatment options
are available, see table 9. > 90% consensus
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First line = High quality evidence: Low cost and worldwide availability (e.g. modern 2nd
generation antihistamines exist also in developing countries mostly cheaper than old sedating
antihistamines), per daily dose as the half life time is much longer, very good safety profile, good

efficacy

Second line = high quality evidence: Low cost, good safety profile, good efficacy

Third line as add on to antihistamine
Omalizumab = High quality evidence: High cost, very good safety profile, very good efficacy
Fourth line as add on

Ciclosporin A = High quality evidence: Medium to high cost, moderate safety profile, good

efficacy

Short course of corticosteroids = Low quality evidence: Low cost, worldwide availability, good
safety profile (for short course only), good efficacy during intake, but not suitable for long term

therapy

Table 9. Alternative treatment options. Although evidence from publications is low, clinical
experience indicates that they may be useful in certain contexts, Interventions are listed in

alphabetical order by frequency of use rather than efficacy.

Widely used

Intervention Substance (class) Indication
Antidepressant Doxepin* CSuU

Diet Pseudoallergen-free diet** CSU
Ho-antihistamine Ranitidine CsSuU
Immunosuppressive Methotrexate CSU +/- DPU***
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Mycophenolate mofetil

Autoimmune CSU

Leukotriene receptor Montelukast CSU, DPU

antagonist

Sulphones Dapsone, CSU +/- DPU
Sulphasalazine CSU +/- DPU

Infrequently used

Anabolic steroid

Danazol

Cholinergic urticaria

Anticoagulant

Warfarin

CSu

Antifibrinolytic

Tranexamic acid

CSU with angioedema

Immunomodulator

IVIG

Plasmapheresis

Autoimmune CSU

Autoimmune CSU

Miscellaneous

Autologous blood/serum

Hydroxychloroquine

CSu

CSu

Phototherapy Narrow-band UVB Symptomatic dermographism
Psychotherapy Holistic medicine CsuU

Rarely used

Anticoagulant Heparin CSU

Immunosuppressive

Cyclophosphamide

Autoimmune CSU

Rituximab Autoimmune CSU
Miscellaneous Anakinra DPU

Anti-TNF-alpha CSU +/- DPU

Camostat mesilate CSuU

Colchicine CSuU

Miltefosine CSuU

Mirtazepine CsuU

PUVA CSU
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Very rarely used

Immunosuppressive Tacrolimus CsuU
Miscellaneous Vitamin D CSuU

Interpheron alpha CSuU
Legend:

* has also H; and Hy-antihistaminergic properties
** does include low histamine diet as pseudoallergen-free diet is also low in histamine

*** treatment can be considered especially if CSU and DPU are co-existent in a patient
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Kainiuni pekomenaanii mono Bu3HavYeHHs, kiaacudikamii, JiarHocTUKHN Ta
TAKTHKH BeJeHHsI ManieHTiB 3 kpomus'sukow (EAACI/GA’LEN/EDF/WAO
neperyisjg Ta oHoBJeHHS 2017 poky).

3arBepmkeHi HacTynmHUMU acorianisimu: AAAAIL AAD, AAIITO, ACAAIL AEDV,
APAAACI, ASBAI, ASCIA, BAD, BSACI, CDA, CMICA, CSACI, DDG, DDS,
DGAKI, DSA, DST, EAACI, EIAS, EDF, EMBRN, ESCD, GA’LEN, IAACI,
IADVL, JDA, NVvA, MSAI, OGDV, PSA, RAACI, SBD, SFD, SGAIL SGDV,
SIAAIC, SIDeMaST, SPDV, TSD, UNBB, UNEV ta WAO

T. Zuberbier', W. Aberer?, R. Asero’, A.H. Abdul Latiff*, D. Baker’, B. Ballmer-Weber®, J.A.
Bernstein’, C. Bindslev-Jensen®, Z. Brzoza’, R. Buense BedrikowlO,G.W. Canonica'', M.K.
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T. Craiglz,l.V. Danilychcva“. C. Dressier“, L.F. Ensina'’, A. Giménez-Amau16, K. Godse”, M.
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" Memunnii xommekc Ilapire, Bepin, crinbha yeranosa BinsHoro BepiiHchkoro yHiBepcuTety, yHiBepcHTeTY iMeHi
I'ymGompara Ta BepniHCHKOTO iIHCTUTYTY 3A0POB'S, BIAAUIEHHAAEPMATOJIOTI] Ta aJIeproJIorii aJIeproIoTi9YHOTO IICHTPY
[apiTe

? Kadepa gepmatonorii, MendHHi yHiBepcureT [ pana, ['pan, ABcTpis

? Kadenpa aneprosorii, kiinika Can-Kapno, [Tagepro-JlysbsHo (mposimis Minan), Itanis

*Llentp aneprosorii Ta iMyHoorii, mikapus [auTait, Kyana Jymmyp, Manaiisis

> Kuiinika aneproxorii, actmu Ta aepmaronorii Beitkep, [oprienn, mtar Operon, CLIIA

® Binninenus anepromnorii, kadeapa epMatomorii, yHiBepcuTeTchka Kiinika, Llpopix, Ilseiinapis

7 VuiBepcuter LluHnmHHATI, MEqUYHUH eHTp iMyHOoJoril, [{uanmaHari, mrar Oraiio

¥ Kadenpa nepmarornorii Ta anepromoriunuii nentp, Yuisepcurerchka Kiinika Onerce Ta Yisepeuter niBaenHoi Jlauii,
Opnence, Hanist



® Kacbenpa BHYTpinHix XBopo®, anepronorii Ta kiiniuHoi imyHosorii B M. Karosiue, Cine3bkuit MeamuHuMii
yHiBepcurerT, [lonpmma

"% [1Ixomna Meamunnx Hayk Canra-Kaca-ne-Can-Ilayry, Bpasuis

"Kninika MIEPCOHAI30BAHOT MEAUIIMHY aCTMH Ta ajieprii, YHiBepcuret ['ymanirac Ta mocniguuil neHTp, MinaH, [tamis
"2 Kadenpa meauiuuy Ta nexiarpii, Yaisepcuter mrrary [encinbpanis, Memuunuit nentp Xepuri, Xepuri, mrar
[lencinbBanis

13 HauionansHuit 10CIi IHUIBKAIH HeHTp - [HCTUTYT iMyHOOTIT DeaepanbHOro MeAUKO-010JI0TIYHOTO areHTeTBa Pocii,
Mockaa, Pocis

" Memwunnii kommeke Ilapite, Bepiin, crinbHa ycTanoBa BinbHoro BepiiHChKoro yHiBEpCHTETY, YHIBEpCHTETY iMeHi
I'ymbomnpara Ta BepniHCHKOTO iIHCTUTYTY 340pPOB'S, BIAIUICHHS TOKa30BOi MEIUIWHY, Bi[UTIICHHS IEPMATOIOT ]

' denepansuumii yuisepeurer Can-Ilayty, Can-Ilayny, Bpasuis

1 Jlikapus nen» Map, ABToHOMHHMI yHIBepcuTeT bapcenonn, Icnanis

' Kaenpa mepmaronorii, meguanmii konemx i nikapus a-p . FO. [arina, Hepyn, Hasi Mym®ai, [uis

'8 Kninika JlepMaTosiorii, MequYHui (haKyIbTeT Ta yHiBepcuTeTchKa jikapHs, KoimOpa, [Topryranis

" Incruryt nepmaronorii Cesroro [xona, Jlikapas Fas i Cent-Tomaca, Ipomaichkuii hor HaionansHoi cucteMu
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*Kadenpa nepmarosorii, haxynsrer Meauiuuy ikapri Cipiapika, Yaisepcuter Maxunona, Barrkok, Tainann

Y [liBnenna MequuHa KJiHika, Mexiko, Mekcuka

¥ KoponiBchka BinbHa ikaphs, JJonon, Bennka Bpuranis

¥ Kagenpa nepmarororii Ta aneprosiorii, Yaisepcurercoka ikaprs Tenona, [Tapik, ®panris

3 Kadenpa kmisigHOi iMyHouorii Ta aneprosorii, CMOJICHChKUi AepikaBHUi Menu4HuUil yHiBepcuTeT, CMoneHChK, Pocis
3! [IIkoma Ta kadeapa aneproorii Ta KiiH{4HOT iMyHOIOTII, Kaempa eKCTPEHOT MEIMIHHY Ta TPAHCILIAHTALLT OpraHiB,
Vuisepcuter bapi, [Tamis

32 Iponinrencrkuii yuisepcurert, [poninres, Hinepranu

3 Menmunmii rientp actvu Ta aneprii [xona Xonkinca, bantimop (CILIA)

** Kadempa anepronorii Ta kniniunoi imysonorii Centro Médico-Docente La Trinidad, Kapakac, Benecyena

35 Kadenpa nepmaronorii, YHiBepcUTETChKUI MeanuHU# ieHTp Maiini, HiMeuunna

3% Bigninenus anepromnorii Ta kniniunoi imyHomnorii, Yaisepcurer TopouTo, ToponTo (nposiiis Ourapio), Kanana

37 Menuunuit uentp Bueii-Cion, mexuunmii axymnsrer, Texnion, Xaiida, I3pains

3 [TpuBarHa npakTiKa gepMaTororii Ta Benepororii, bapi ta Bapierra, Itanis

39 Biginensst nepMaroiorii Ta Bemeponorii, YaiBepcurerceka ikaprs Aapxyca, Opxyc, Jlamis

“Kagenpa nepmarornorii ta Bereposorii, [Texincokuii yuiBepenrer, [epia mikapust, [Tekin, Kurait

Acouniairii, 3a71y4eHi 10 CTBOPEHHS MPOTOKOJIY:

AAAAI AMepHKaHChKa aKkaZieMisi aCTMH, aJeprii Ta iMyHOJOT 11

AAD AMepuKaHChKa aKaJieMisl IEPMaTOJIOTiB

AAIITO ITamiiicbka acormiamisi TOCIITATBPHUX Ta TEPUTOPIaTHFHUX AJICPTOJIOTIB Ta
IMYHOJIOT1B

ACAAI AMEpUKaHCHKUN KOJISYK ajeprii, aCTMHU Ta IMyHOJIOT11

AEDV Icnanchka akagemis AepMaToiorii Ta BEHEpOJIoTii

APAAACI Asiarcbko-TuxookeaHChKa acoliiallis 3 alneprojiorii Ta KIHIYHOT IMyHOIOT11

ASBAI Bpasuibcpka acorianis aneprii Ta iMyHONaTonorii

ASCIA ABcTpana3iiicbke TOBapUCTBO KJIIHIYHOT IMyHOJIOT1i Ta ajeprii



BAD
BSACI
CDA
CMICA
CSACI
DDG
DDS
DGAKI
DSA
DST
EAACI
EDF
EMBRN
ESCD
GA’LEN
IAACI
IADVL
JDA
NVvVA
MSAI
OGDV
PSA
RAACI
SBD
SFD
SGAI
SGVD
SIAAIC
SIDeMaST

SPDV
TSD
UNBB
UNEV
WAO

BbpuTanchka acorialisi AepMaToNoriB

BpuTanchke ToBapuUCTBO aneprii Ta KIiHIYHOT IMyHOJIOT11
Kuraiicbka acoriaiist 1epMaroJioriB

MeKCHKaHCBKHUH KOJIeK KIIIHIYHOI IMyHOJIOT1i Ta ajJeprojorii
Kanazicbke TOBaprCTBO aeprojiorii Ta KIIiHIYHOT IMyHOIOT1i
Himernpke TOBapHUCTBO AEPMATOJIOTIB

JlaTtchKke epMarosIoriuyHe TOBapUCTBO

Himeripke TOBaprCTBO ajeproiorii Ta KITHIYHOT IMyHOJIOT 11
JlaTcbke TOBapUCTBO aieproiorii

JlepmatonoriuyHe ToBapucTBO Tainanmy

€Bporneiicbka akajeMis ajJeproorii Ta KJIiHIYHOI IMyHOJOT1{
€Bporneiicbkuii AepMaToIoriyHuil popym

€Bporeiicbka Mepeka JOCIIKEHHS TYYHHX KIITHH Ta 0a30(iiiB
€Bporeiichka TOBapPUCTBO KOHTAKTHOTO JIEPMATUTY

['moGanpHa eBpomneiicbka Mepeska ajneprii Ta acTMu

[3painbchka acorrialiis axeproiorii Ta KJIiHIYHOT IMYHOIOT11
[npiiicbka acoriaiist 1epMaToIoriB, BEHEPOJIOTIB Ta JICTIPOJIOTiB
SInoHChbKE JIepMaTONIOriuHe TOBAPUCTBO

lonmanaceKe TOBapUCTBO alleproJIorii

Mautaiizilicbke TOBapHCTBO aJIeProyorii Ta iMyHONOT11
ABCTpIiiiChbKE TOBAPUCTBO JE€PMATOJIOT T

[TonbpCchKe TOBAPUCTBO aJIeproorii

Pocilicbke TOBapUCTBO ajeprofIorii Ta KIIIHIYHOT IMyHOJIOT1
bpa3uibcbke TOBapHCTBO A€PMATONIOTT]

®paHiry3bKe TOBAPUCTBO JEPMATOIOT{

[[IBencrke TOBAPUCTBO AJIEProyiorii Ta IMyHOJOT1{

[IIBeacbke TOBApUCTBO JepMaTosIorii Ta BEeHEpOIOrii
ITaniiiceke TOBapUCTBO aneprii, aCTMH Ta KJIIHIYHOT IMyHOJIOT11
ITaniiicbke TOBapUCTBO MEIMYHOT, XIpypri4HOi Ta €CTETUYHOI AePMAaTOJIOTIi Ta
3aXBOPIOBaHb, 1110 MEPEIAIOTHCS CTATEBUM IIIJIIXOM
[TopTyranbchke TOBAPUCTBO IEPMATOJIOTIT Ta BEHEPOJIOTil
Typenpke TOBapUCTBO A€pMaTOJIOTI]

Mepesxa kponuB’ssHKH beprnin-bpanaepOypr

Meperxa KponuB’ SHKH

BcecBiTas opranizaris 3 aneprii

BianosinansHauii aBTOP:
IIpod. T. Zuberbier,
Bigginenns nepmarosorii Ta aneprojorii

Axneprouentpy lapite

Mennunuii komiuiekc Ilapire, bepiin

Anpeca - Charitéplatz 1, D-10117,bepinin, Himeuunna
Tenedon: +49-30-450-518135




dakc: +49-30-450-518919
EnextponHa nomra: torsten.zuberbier@charite.de

KuarouoBi cioBa: xpomnuB’sHKa, peKOMEH/AIlii, 3aCHOBaHI Ha JIOKa3aX, KOHCEHCYC,
MyXUp, AaHT10HAOPSIKU, YPTUKAPHUN BUCUTT

Pe3tome. IlpencraBieni pexkomeHalli, 10 3acCHOBaHI Ha JoKa3ax Ta
KOHCEHCyCl, Oyau po3poOjieHi BIAMOBITHO JO METOJIB, 3aIPOIIOHOBAHMX
KokpaniBcbkoto poOouoro rpynotro Ta poboyoro rpynoto GRADE (cuctema
kiacugikarii, aHnamizy, po3poOKu Ta omiHKK pekoMmenaiiii). Kondepeniisa BigOynacs
1 rpyanas 2016 poky. Ile cninpHa iHiIIaTHBa €BPOMENUCHKOI akajaeMii ajJeproJyiorii ta
kiiHiyHO1 imyHonorii (EAACI), mepexi mepenoBoro A0CBiAy, 110 3acHoBaHa €C,
['mo6anbHOi €Bpomeiicbkoi Mepeski ameprii Ta actmu (GA’LEN), €Bpomeiichkoro
nepmarosioriunoro gopymy (EDF) ta BeecBiTHboi opranizauii 3 aneprii (WAO) 3a
yuactio 48 penerariB 3 42 HaUlOHAJBbHUX Ta MUKHApOAHWX TOBapUCTB. L1
pexoMeHanii Oyno Bu3HAaHO Ta mpuitHATO €BpornelcbkuM CoOK030M MEIUYHHUX
daxisiis (UEMS).

Kponus’siHka — 11€ IOMIMPEHE 3aXBOPIOBAHHS, SIKE MPOSIBISIETHCS YPTUKAPHOIO
BUCHUIIKOIO, aHT1OHAOpsikoM abo HasiBHICTIO 000X cuMnToMiB. OCHOBHY poOJIb B
NaTOreHe31 BIAINPAOTh OMNACHCTI KIITUHU. [lomMpeHicTh rocTpoi KpONHUB'SHKHU
cTaHOBUTH NpuOIU3HO 20%. XpoHiYHA CIIOHTaHHA KPOIMMB'SHKA Ta 1HII XPOHIYHI
dbopMu KpONMB'SHKK MPU3BOJASTH 1O IHBATIAI3aIlll XBOPUX, MOTIPIIYIOTH SKICTh iX
JKUTTA Ta BIUIMBAIOTh Ha Mpalle3aTHICT, Ha poOoTi Ta B mkoinl. [IpencrapneHi
KJIIHIYHI peKOMeHJallli BUCBITIIIOIOTh MHUTAaHHA BU3HAYEHHsS Ta Kiacudikarii
KPOTUB'SSHKH, MIPUAMAIOYHU 10 YBard HEMIOAABHI JOCSITHEHHS Yy BASBICHHI i1 MPUYUH
Ta MPOBOKYIOUMX YMHHHKIB, OCHOBHUX JIAHOK marorene3y. OKpiM TOro, mpeacTaBiIeH]

JIOKa30B1 JIIArHOCTUYHI Ta T€PANeBTUYHI MIAXOAM 10 PI3HUX MIJTUIIB KPOIUB'SHKH.

Ilepeaik ckopoyeHb

AAS IIKaJia aKTUBHOCT1 aHT10HAOPSIKY
AE-QoL OINUTYBAJILHUK SKOCTI KHUTTS MPH aHTIOHEBPOTHYHHX HaOpsKax
AGREE ONUTYBAJBHUK 3 EKCIIEPTH3H Ta aTecTallii KepiBHUIITB

ASST MIKIPHUH TECT 3 ayTOJIOTIYHOIO CUPOBATKOIO
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EAACI
EDF
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GA’LEN
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GRADE
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UCT
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ajepriiiHuil pUHIT Ta HOTo BILJIUB HA aCTMY

TecT akTuBallii 6a3odinis

OIUTYBAJBHUK SKOCTI )KUTTS MPU XPOHIUHINA KPOIHB STHIII
uuroxpom P

€BpOTICHChKA aKaIeMisl aJeproyorii Ta KIiHIYHO1T IMyHOJIOT1]
€BPONENHCHKUN JepMaTooriyHuil Gopym

B1JT TOKA31B JIO PilICHHS

rio0abHa €BPOTICHChKA MEpEkKa ajieprii Ta acTMHU

IHCTPYMEHTH CTBOPEHHS KEPIBHUIITB

cuctema kiacudikaiii, aHami3y, po3poOKH Ta OIHKH PEKOMEH A1
rinep-Ig D-cunapom

KpiomipHH-acoIiiioBaHi NepioauyHi CUMITOMH

TEXHiKa, 10 BUKOPUCTOBYETHCS B JOKA30Bii MEIHIIMHI, aOpeBiaTypa
pO3mH(PPOBYETHCS HACTYITHUM YWHOM: MAIli€HT/IIPOOIeMa/OTyJIsIIis,
BTPYYaHHS, TOPIBHAHHS/KOHTPOJIb, BACHOBOK

CHHIPOM TIEPIOMUYHOI JIMXOMAHKH, AacOLIMOBaHHH 3 PEHEnTOPOM
bakTopy HEKpO3y MyXJIHH

IIKaJa OI[IHKK aKTUBHOCTI KPOMTUBSHKU

TECT Ha KPOIIUB’ THKY

BcecBiTHs opranizaniis mo aneprii

JpyTe TMOKOIIHHS aHTUTICTaMIHHUX Tpenaparis
aHT10TEH3WHIIEPETBOPIOOYHIA (pepMEHT

BcecBiTHs opranizaliisi OXOpOHH 310POB S

BHYTPIIITHLOBEHHUH IMyHOTJIOOYITiH

€BponenchKuil Cor03 MEIUYHUX (axXiBIliB

MYJIBTUCUCTEMHE 3aMalibHe 3aXBOPIOBAHHS HEOHATATHHOTO BiKY
HECTEPOiHI MPOTHU3aMaIbHI Ipenaparu

MO3UTPOHHA eMiciifHa ToMorpadis

CHa/IKOBUI aHT1OHEBPOTHYHHUI HAOPSAK

cuHapoM Makuia-Yanbeca

CIMEHHMI XOIOIOBHI ayTO3aNaIbHUN CHHAPOM

CHUCTEMHHI FOBEHITbHUH 17[10TIATHYHUN apTPUT

yabTpadioner

dakTop akTUBaIlil TPOMOOIUTIB

XpOHIYHA KPOTIMB’ IHKA

xBopo6a Criia y 1opociux

XpOHIYHA CIIOHTAHHA KPOIUB’ THKA

XpOHIYHA 1HyKOBaHA KPOTIHB’ sTHKA

[IEHTpaJIbHA HEPBOBA CHCTEMA

MIBUJKUN pyX Oo4eil

Beryn

[IpencraBineni B JaHOMYy JOKYMEHTI KIIIHIYHI pEeKOMEHJallli, 3aCHOBaHI Ha

70Ka3ax Ta PIMIeHHI KOHCEHCYCY, Oyiu po3poOiieHi y BIAMOBITHOCTI 3 METOJaMH,



3anponioHoBanuMH KokpaHiBcbkoto Pobouoro rpynoto ta Pobouoro rpynoro GRADE
(cuctema knacudikailii, aHasizy, po3poOKHU Ta OIIHKH peKoMeHairiii). OGroBopeHHs
Ta Y3TOIKEHHS PEKOMEHJAIll MpOBENEHE 3 BHUKOPHCTAHHSIM CTPYKTYPOBAHOIO
KoHceHcycHoro miaxoxy. Kondepenmis Bindynacs 1 rpynus 2016 poky B M. bepmin,
Himeyunna.

[le crminbHA 1HIIATHBA JAEPMATOJIOTIYHOTO BiJIUIEHHSI €BPONEUCHKOT aKaaeMii
aneprosiorii Ta kiiHiyHO1 IMyHousorii (EAACI), mepexi mepemoBOro JOCBILY, IO
3acuHoBana €C, [mobGanbHOi €Bpomeiicbkoi Mepexi anmeprii ta actmu (GA’LEN),
€ponericbkoro aepmarosoriyHoro ¢opymy (EDF) ta BcecBiTHbOI opranizaiii 3
aneprii (WAO), sxi Hamanu (HiHAHCOBY MIATPUMKY Yy CTBOPEHHI OHOBJIEHOI Ta
nepersinytoi  Bepeii  Pexomenmaniii  EAACI/GA’LEN/EDF/WAO 3 muTaHb
kpormuB'ssHKk  [1-4]. [Hmux mkepen ¢inancyBanHs He Oyno. Ilpencrasieni
pPEKOMEH/1allii 3aXMINEeHI 3aKOHOM IPO aBTOPCHKI MpaBa.

VY po3pobi11i JOKYMEHTY B3sJIM y4dacTb 44 eKclepTH 3 KPOMUB'STHKU 3 25 KpaiH
cBiTy. KokeH 3 HUX € MpeAcTaBHUKOM HAIlIOHAJIBHOI Ta/a00 MIXKHAPOIHOI METUIHOI
cuimpHOTH (Tabm. 1). VYci 3amydeHl ToOBapucTBAa NIATPUMAIU PO3POOKY IHX
peKoMeHalii, 3a0e3neunBiy (piHAHCOBY TOMOMOTY IIIOJO BUTPAT Ha MOJOPOXK CBOIX
JIeNieTaTiB Ui y4acTi y KOHCEHCyCH1M koHdepeniii. Po3poOka 1poro nepersigy Ta
OHOBJIEHHSI MPOBOAWIACH 13 3aJIyYEHHSAM TIpPyIOU METOIUCTIB TiJ KEpIBHUITBOM
Axnekcanapa Hecta Ta BKiII04ana BHECOK YYaCHUKIB KOHCEHCYCHOT KOH(pepeHIii (uB.
Tabm. 1).

[IIupoxa pi3HOMAHITHICTb Ta KUJIBKICTh PI3HUX MIATUIIIB KPOMUB'SIHKY, SIK1 OyiH
imeHTUGIKOBaHI, BIJA3EPKATIOIOTh, MPUHAWMHI YacTKOBO, Halle MonHOiIeHe
PO3YMIHHS IPUYMH Ta (HAKTOPIB BUHUKHEHHS! KPOIUB'SHKH, a TAKOX MOJICKYJIIPHUX 1
KJIITUHHUX MEXaHI3MIB, 110 OEpyTh yUacTh y IMaTOr€HE31 3aXBOPOBaHHA. MeToro Hux
pEeKOMEH/1allii € BUCBITICHHS MUTAaHb BU3HAYEHHS Ta Kiacu]ikaiii KpOMUB'SHKH 1,
TaKUM YHHOM, TOJIETILIEHHS IHTePIpeTallii JaHUX 3 PI3HUX LIEHTPIB Ta PETIOHIB CBITY
o0 TpUYHMH, (AKTOpiB, TATaps ISl TMAIIE€HTIB Ta CYCHJIbCTBA, a TaKOXK
MEIMKAMEHTO3HOI BIJMOBIAI PI3HUX MATUIIB KponuB'sHku. OKpiM TOro, B

MPEACTABICHOMY JOKYMEHTI MICTAThCS PEKOMEHJAIlll MI00 AIarHOCTUYHUX Ta



TEepaneBTUYHUX MIAXOAIB MPH PI3HUX MIATUNAX KpONUB'SSHKU. BpaxoBano, 110

(dakTopy BUHUKHEHHS 3a3HAUEHOI MAToJIOTii y TAIll€HTIB, MEAWYHI CHCTEMU Ta

JOCTYT JIO J1arHOCTUKY Ta JIKyBaHHS B PI3HUX KpaiHax CBITY BiIPI3HSIIOTHCA.
Tabmung 1

YyacHuku po0040i rpynu po3poOKH NnpeacTaBJaeHAX KIITHIYHIX

pexoMeHAanii
Im’sa IIpizBuine IlpeacraBHMK/YCTaAaHOBA
Anekcanaep Hect [Tigpo3ain qoka30Bo1 METUITMHHM, BiIIICHHS
Koppina Hpeccnep JIEpMaToJIOTii Ta ayieproiorii MequaHuit
Credani Po3ymek xommekc apire, bepnin
Pikapmo H. Bepuep
BepHuep Abepep OGDV
Awmip Xam3zax Aoayn Jlaridpd MSAI
Pikkapno Acepo AAIITO
Jansu beiikep AAD
bapb6apa Janmep-Bebep SGAI
JbxonaraH. A. bepHiTeinn AAAAI
Kapcren baitnacnes-/>xeHceH DSA,
EAACI
3€HOH bp3osa PSA
PobGepra byence benpikos SBD
Yonrep Kanonina WAO,
STIAAIC
Maprtin Yepu GA’LEN
Timori Kpeiir ACAAI
Inna Haniniyena RAACI
Bonogumupisaa
Jlyic ®demnimne Encina ASBAI
AHa I'imenes-ApHay EAACI,
AEDV
Kipan Tonce IADVL
Maprapina T'oncano SPDV
Knaiis I'perren BSACI,
EAACI
Kaxk Xebept CSACI
Miyixipo Xine JDA
Annen Kenen WAO
Anekcanap Kenm DDG
Koncranc Karemnspic ASCIA,
APAAACI
Emex Kocarypk TSD
KanoxkBanait Kynranan DST
Jlesipe Jlapenac-Jlinnepmanu CMICA
Tabi Anika Jlecmi BAD
Mapkyc Marepn UNBB
[Tackanp Marinpe-Dycane SFD, GUS




Mapkyc Maype EAACI
Paica SIkiBHa MermkoBa RAACI
Maprin Mertn EMBRN
XaHHEKe VYne-EnGepink NvvA
Capbmxir Caini AAAAI

WAO
Mapio Canues-bopres WAO
ITitep [mig-I'pernensmeep SSDV
ITetpa Cray0ax UNEV
Topnon Cyccman CSACI
Emiac ToyO1 IAACI
JIxiHO AHTOHIO Bena SIDeMaST
Kpicrian Becrepraapn DDS
berrina Beni DGAKI
3yoTtao 3a0 CDA
Topcren 3yb6epbeep EDF, GA’LEN

Metoau

binpm geranpHa iH(GOpPMAIIsE CTOCOBHO METO[IB, IO Oy BUKOPUCTAHI MPHU
po3pod1i 1poro mnepenisiay Ta oHoBieHHs pexomeHpaniii EAACI/GA?LEN/EDF/
WAO 3 kponuB'SHKH, OMYyOJiKOBaHI y BHUINIAAI OKPEMOTO 3BITY, BKJIIOYAIOUM BCI
tabmu GRADE.

3arajioM, MNpU CTBOPEHHI PEKOMEHAIId 3aCTOCOBAHO OIUTYBaJbHUK 3
excrieptu3u Ta arectanii kepiBHUITB (AGREE 1II) [5] Ta metomu, 3ampomnoHoBaHi
pobouoro rpynoro GRADE. Omisan mitepaTypu NpoBOAMBCA 3 BHUKOPUCTAHHAIM
MeTOAIB, HaBeAeHHX y KokpaHiBCbKOMY MOCIOHMKY JUIS CHUCTEMAaTHMYHUX OIVISIIB
BTpYy4aHs [6].

Jlns yyacti y po3poOii JaHUX peKoMeHaaiii Oyno oOpaHO eKcrnepTiB 3 42
ToBapucTB. Ha mepmomy erami HamMu BimOMpanucs KIIOYOBI MUTAHHS Ta 3HAYUMI
pe3ynbTaTH, 110 OLIHIOBAJIKMCS €KCIEepTaMy 3a JOMOMOIOK OHJIAMH-ONUTYBaHHS [7].
VY uinoMy, ABaAUATh TPU KIKOYOBI NMUTAaHHS Oynu oOpani 30 ujmeHaMH €KCHEepTHOI
rpynu.

3romoM MU poO3pOOMIM TPOTOKOJ ONIANY JITepaTypH, SIKAUA MICTUB
iHpOpMaIliI0 PO CTpaTeriio MOUIYKY JiTeparypu, Aochimkysani nutanus (PICO),
KpUTepii BKIIOYEHHS Ta HACHIJIKHU, K OyJd BU3HAYCHI €KCIIEpTaMH, PU3UK OIIHKHU

YOEPEKEHOCTI Ta CTPATErii NepPeTBOPEHHS, CUHTE3Y Ta OLIHKH 1aHUX.



CucremarnyHuil moumyk Jiteparypu 3asepiiuBcs 1 uyepBHs 2016 p. 1 Haxas
8090 mocwianpb. J[Ba HE3aJEKHMX PEICH3CHTU OIIHIIN JIITepaTypy Ta BiaiOpanu
npuiiHaTH1 AaHi. Ilicis aBox a3 ckpuHiHry Oysi0 BU3HAUYC€HO 65 MOCHITKEHB, SKi
BIIMOBIZATIM KpUTEPisiM BKIOYeHHs. [lo MOXIMBOCTI, MM poO3paxyBaiud eQekT
3aXO0fiB 13 JOBIPYMMHU IHTEpBaJlaMU Ta MPOBOAWIN METa-aHalll3, BUKOPUCTOBYIOUU
Menemxep orsiny [8]. Mu ouinunm sikicts AokasiB 3ritHo GRADE 3a gonomororo
IacTpymenty po3pobku pexkomenaamniiit GRADEpro (GDT) [9, 10]. IT'sts kpuTepiis (a
caMe€  pU3UMK  BUHUKHEHHS  CHCTEMarMYyHUX  IOXMOOK,  HEBIJAMOBIIHOCTI,
OMOCEPEAKOBAHOCTI, HETOYHOCTI Ta YMEPEIKEHOCTI MyOuikaiii) Oyau OLiHEeH1 s
KOXKHOTO PE3YJIbTaTry, M0 JOMOMOIIO BU3HAYUTH 3arajbHy OIIHKY SKOCTI JOKa3iB
(tabmunust 2). Edexr 3axomiB, Takux SK KOC(IIIEHTH PU3UKY, BUPAKAIOTH PO3MIP
e(eKTy, a peUTHHT AKOCTI — HACKIIBKH JOCTOBIPHUM MOe OyTH pE3yJbTar.
TaOmums 2

Hincymku migxony GRADE 10 oniHku sIKOCTI 10Ka3iB 32 pe3yibTaTaMu

Bucokuii (++++) My UIKOBUTO MEPEKOHAHI, NIO CIIPaBKHINA €(PEKT JIEKUTh
nopsiJ 13 po3paxoBaHuM €(EeKTOM.
[Tomipuwmii (+++) Mpu nomipHO BIIEBHEHI B OLIHIII BIUTUBY: CIIPaBXHIN

e(eKT, UMOBIPHO, OJIM3bKUI 10 PO3PAXOBAHOTO €(PEKTY,
ajie 1CHy€ WUMOBIPHICTb, 1110 BIH MOX€ CYTTEBO
BIJIPI3HSITHUCS.

Huzpkuii (++) Haia BieBHEHICTh y OIiHIN eeKTy oOMexeHa:
CIpaBXkHIN €(hEeKT MOXKE CYTTEBO BIAPI3HATHUCS BiJl
PO3PaxoBaHOTO €(EKTY.

Hyxe Hu3bkui (+) VY Hac myxe Mayo I0BIpH JI0 PO3PAaXOBAHOTO €(EeKTy:
crpaBxHiN e(peKT, HIMOBIPHO, CYTTEBO BiAPI3HATUMETHCS
BIJl PO3Pax0BaHOIO.

3room Oyau cTBOpEHI MOAM(IKOBAaHI CUCTEMHU J0Ka31B ISl IPUMHATTS PIlICHb
(EtD), sxi mMasm Ha METI JOTIOMOTTH EKCIepTaM OI[HUTH pO3Mip OakaHOTO Ta
HeOaxaHoro edekry, OalaHc MDK HUMHM Ta 3a0e3neddT SKicTh orsay. OliHka
noka3iB Buaummna 31 npoduts gokaziB GRADE / nokasiB st OpUHHATTS pllIEHb.
Pexomenpmamii ajisi KOXXKHOTO KIIFOUOBOTO TUTAHHS, IO TPYHTYETHCS Ha JOKa3ax,
CKJIJICH1 3 BUKOPUCTAHHAM CTaHIapTU30BaHOTO (hopMysTroBaHHS (Tadm. 3).

Tabaung 3




CTaHI[apTI/I3OBaHi q)OpMy.]IlOBaHHH Ta CHMBOJIN, BI/IKOpI/ICTaHi B

PeKOMeHaalifAX

Tun pexomengamii DopMyJIIOBAHHA CumBoa 3HaveHHs

CuibHI peKoMeH Iarti i «Mu ™ Mu BBaxkaeMo, 110 BCi a00 Maibke

Ha KOPHUCTh BTPYYaHHS | PEKOMEHIYEMO...» Bci iH(OpMOBaHi JOIU 3pOOIIATH
takuii BuOip. KimininucTtu

3MOXKYTh MEHIIIE Yacy BUTpadaTu
Ha TPOIIEC MPUHHATTA PillleHb Ta
MIPUCBATUTH PEIITY Yacy s
MOA0JAHHS MEPELIKO] Y iX
peaizarlii Ta 1oTpuMaHHi. Y
OUTBIIOCTI KIHIYHUX CUTYAIIii
peKoMeH1allisi MoXxe OyTH
NPUKAHSITA K CTPATErisl.

YMOBHI pekoMeH1atlii «Mn ) Mu BBakaeMo, 110 OIIBIIICTE

Ha KOPUCTb BTPYUYaHHS MIPOMOHYEMO. . .» 0013HaHMX JItoziel 3poouinu 6
Takui BUOip, ajie 3Ha4Ha YacTHHA

—gi. KimiginuceraM 1 MeTuYHuM
MpaliBHUKAM JOBEJEThCS Oibile
qacy MPUIIATH MPOIECY
CHUTBHOTO MPUIHATTA PillICHb.
Po3poOnukam crparerii
JIOBENIETHCS 3aly4aTH 6arato
3aIiKaBJICHUX CTOPiH, a cama
CTparerisi BUMarae CyTTEBHX
ne0aris.

YMOBHI pekoMeH1atlii «Mu He MoXkeMO 0 Ha nanuit MOMEHT peKoMeH Iallis

AJI BTPYYaHHA abo PEKOMCHAYBATHU. . .» Ha KOPHUCTb YU MIPOTHU BTPYHAHHSA
HOpiBHHHHH HC MOXKC 6YTI/I JaHa 3 IICBHUX

MIPUYKH (HaIpUKIIAJ, BIICYyTHS
Joka3oBa 6aza, cynepeuInBi
pe3yabTaTH TOIIIO)

YMOBHI pekoMeH1atlii «Mmu He ! Mu BBakaeMo, 110 OIIBIIICTD

MPOTH BTPYUYAHHS MIPOTIOHYEMO. . . » 1H(OPMOBAHUX JTFOICH 3pOOUTH
BUOIp MPOTH LILOTO BTPYYaHHS,
aJie 3HaYHA KiJIBKICTh - Hi.

CunpHi pexoMeHaanii «Mmu He 1 Mu BipuMo, 1110 Bci ab0 Maibke
IIPOTU BTPYYaHHS PEKOMEHIyEMOY BCl iHpOpMOBaHi Jroau OyIyTh
NpOTH BTpy4aHHs. L5
peKoMeHaalis Moxe OyTn
MPUIHSITA K CTPATETis B
OUTEIIIOCTI KIITHIYHUX CUTYAIIii.

VY onnaliH-roJ0OCyBaHHI, IO TepeAyBajio KoHbepeHIii, MNpeACTaBUIA Ta
nporosiocyBayii 3a Bci Tabmumi GRADE cucremn EtD Ta mpoekTd pekoMeHAaIlim.
Cepen 41 3ampomieHoro ydacHuka (excnepTHa rpymna) 30 ONUTaHMX TOBHICTIO

3aBeprmmin  onuTyBaHHA (73% Biamosineit). Pesymsratm Oynu abo mOBepHEHI



eKcrepTHiN rpyrmi ado interpoBani B cucteMyEtD. Bei nani cuctemu EtD ta mpoektu
pEKOMEH 111l OyJIi JOCTYIIHI Y9aCHHKAM JI0 MI0YaTKy KOHCEHCYCHO1 KOH(EPEeHIIii.

ITin vac xoHdepeHii 3a BCl pekomeHaalii mporojocyBaiu TMoHany 250
YYACHMKIB, KOXKEH 3 SIKUX MaB IOAATH 3asABY PO T€, IO BIH €: a) CHELIATICTOM, SIKUN
BeJie TMAIEHTIB 3 KPOMUB'SIHKOIO; ©) Hamatu iHGOpMAII0O CTOCOBHO HAsBHOCTI
KOH(IIIKTY 1HTepeciB. MeToa HOMIHAJIBHOL Ipynu OyB 3aCTOCOBAHHN JJIsl JOCSATHEHHS
3roJid O/I0 PI3HUX pekomeHaamin [12].

Ha xoHceHncycHiii koHdepeHiii Oya0 3acTOCOBaHO CTPYKTYPOBAaHMM MiAXi:
MIPEICTABIICHHS JOKa30BOi 0a3u Ta MPOEKTY PEKOMEHJallli, BIAKpPUTE OOroBOPEHHS,
MOYaTKOBE TOJIOCYBaHHS a00 30ip anbTepHATUBHUX (OPMYITIOBaHb Ta OCTAaTOYHE
roJIOCYBaHHS, 32 HEOOXITHOCTI. YUaCHUKH, SIKI MaJIM MPaBO rojocCy, OTPUMAINA OJHY
3eJIEHy Ta OJIHYy YE€PBOHY KapTKy, Ky BOHM HIAHIMAJIHM II1JI Yac TOJOCYBaHHS 3a a0o
MpOTH  3alMpoloOHOBAaHOI  pekoMeHpnanii.  PesynmpTatm  rojocyBaHHs — Oynu
3ajiokyMeHToBaHl. CUJIbHUM KOHCEHCYC BHM3HadaBcs Ipu pesynabrari> 90%, 70-89%
Oyno 3adikcoBaHO SK KOHCEHCyC. Bci pekomenmarii Oymo morompkeHo mpu 75% .
Mara Miciie BHyTpIIIHS Ta 30BHILIHS TIEPEBIpKa.

VYci cxBaneHl pekoMeHalli BUAUIEHO CIPUM KOJIbOPOM 1 3a3HaY€HO, YU BOHU
0a3yrOThCSl Ha €KCHEPTHIM aymin (HA MiACTaBl KOHCEHCYCy) abo J0Ka30Bii 0asi Ta
€KCIIEpPTHUX BUCHOBKAX (Ha MiJICTaBl JOKa31B Ta KOHCEHCYCY).

Busnauyenns.

Busznauenns

Kponup’siHka— 1€ Tpyma 3axBOPIOBaHb, IO XapaKTEPHU3YIOTHCS PO3BUTKOM
nyXupiB (ypPTUKApHOI BHUCHIIKH), aHT10HAOPsKIB a00 HAsBHICTIO 000X CHUMIITOMIB.
Kpornup’ssHky HeoOxiqHO audepeHIlitoBaTH BijJ 1HIIWX 3aXBOPIOBaHb, MPH SIKUX
MOXKYTh BUHHKATH ITyXUPi, aHTIOHEBPOTHYHUN HAOPsIK 200 00M1Ba TIPOSIBY, TAKUX SIK,
aHadinakcis, ayTo3anajibHi CHHIPOMH, YPTUKAPHUN BACKymIT abo OpaauKiHiH-
OIIOCEPEAKOBAHUMN AHT10HEBPOTUYHUMN HaOPSIK, BKJIFOYAKOUY U CIIaIKOBUM

anrioneBpotuuHuil HaOpsik (CAH).




A) Ilyxupi y XBOpHUX 3 KPOIUB'SIHKOIO MAlOTh TPU XapaKTepHI PUCH:

1. HeHTpanbHUN MyXUpP PI3HOTO PO3MIPY, MaMKe 3aBKIN OTOUCHHI 30HOIO TimepeMii,
2. cBepOiXk, 1HO/I BIAYYTTS MEUIHHSA,

3. WIBUAKOIUIMHHUN XapaKTep, HOBHE 3HUKHEHHS CUMIITOMIB 3a3Br4aid B/l 30 XBUIMH
10 24 roguH.

b) AHrioHaOpsK y XBOpHX 3 KPOIIUB SITHKOIO XapaKTePU3YETHCS HACTYITHUMU pUCAMMU:
1. panToBe BHHHKHEHHS TilepeMOBaHOTO ab0 TIIECHOr0 KOJIbOPY HAOPSKY ILIKIpU
0a3asbHOI IepMHU Ta MIAMIKIPHOTO IIapy abo cIn30BO1 000JIOHKH

2. yacTimie Oulb, a He CBEPOIK.

3. po3pillieHHs MOBUIbHIIIE, HIXK MyXups (10 72 TOIUH).

Knacudikanis kKponuB'ssHKM 32 1 TpPHBAJICTIO Ta 3HAYEHHAM
NMPOBOKYIOYHX (PAKTOPIB.

CrekTp KIIHIYHUX TMPOSIBIB PI3HUX MHIATHUINIB KPONUB'SHKU JOCUTH IIUPOKHUH.
Cnipg mam’ataty, 0o ABa 1 OUIbII€e PI3HUX MIATUIIA MOXYTh OJHOYACHO ICHYBaTH y
OZIHOT'O TAIll€HTA.

locmpa cnoumanna Kponus'snka — 1€ CTaH, SKAA XapaKTEPHU3Y€EThCS
BUHUKHEHHSIM CIIOHTAaHHHUX MyXHPIB, aHTIOHAOpPSKY a00 000X KIIHIYHHX MPOSBIB

TPUBAJICTIO MEHILIE 6 THXKHIB.

Ax noTpidHO KIacuPiKyBaTH KPONHB’ AHKY ?

Mu pexomenayemo KjaacupikyBaTu KponuBsiHky B | 17 >90%
3aJ1€KHOCTI BiJl TPMBAJIOCTI 3aXBOPIOBAHHA HA TOCTPY KOHCEHCYCY

(< 6 THKHIB) Ta XPOHIYHY (=6 THXKHIB)

Mu pexoMeHAyeEMO KJaacu(piKyBaTH KPONMB'SIHKY Ha
CIIOHTAHHY (BiACyTHIi cHnenu@ivyHUII NPOBOKYIOUHIA
¢akrTop) Ta IiHAyKoBaHy (HasiBHUN cneuu@ivHuA

NPoBOKY4YH GakTop).




(Ha miacTaBi KOHCEHCYCY)

VY Tabnuii 4 HaBeneHo Kiacu(iKaIliio MiATUIIB XpoHIYHOT KponuB'sHkH (XK)
JUIS KJIIMHIYHOTO 3acTocyBaHHs. 1lg knacudikaiis Oyma nepeHeceHa 3 MONepeaHbOi
BepCli KJIIHIYHUX pPEKOMEHJAallid Ha MiACTaBl pimeHHs KoHceHcycy (> 90%).
VYpTukapHuil BaCKyJIiT, MaKyJIONAMyIbO3HUN MIKIPHUA MAaCTOIIMTO3 (ITONIEPETHS Ha3Ba
— TNICMEHTHAa KpONUB'AHKA), ayTo3amalibHl CHHAPOMU (HAIpPHKIAJ, KPIOMIpHUH-
acoliiioBanl nepioguuHi cumnToMu abo cuHiapom llIHiTIIIEpa), HEeomocepeakoBaH1
MeJlaTopaMu MacTOIIMTIB aHT10HAOpSIKKM (HampuKiIaa, OpaJuKiHIH-0IIO0CEePEIKOBAHUN
aHT10HAOPSK) Ta 1HILI 3aXBOPIOBAHHS, MPU AKUX MOXYTh BUHUKATH MMyXupi ado aHrio
HAOpSIKM, HE BBAXKAIOTHCS MIATUNAMH KPONUB'SHKH, BPAaXOBYIOYM BiIMIHHI

natodi310JI0T1YHI MEeXaH13MH iX PO3BUTKY (Tad:. 5).

Yu € nouisibHUM 30epesKeHHsI MOTOYHOI Kiaacudikamii XpOHiYHOI KPONUB’IHKHA?

Mu pexkoMeHIy€eMO 30epe:keHHs MOTOYHOI Kiaacudikamii | 17 >90%
XPOHIYHOI KPONUB’IHKH. KOHCEHCYCY

(Ha migcTaBi KOHCEHCYCY)

Ta0Omurs 4

PexoMengoBana kiacu@ikanisa XpoOHiYHOI KPONUB’ IHKH

IHigTUNM XpOHIYHOI KPONIMB’ IHKHU

XPpoOHiYHA CIIOHTAHHA KPONUB’IHKA InxykoBaHa KpONMB’THKA
(XCK)
CrioHTaHHa MOsIBa MyXUPiB, aHTIOHAOPSAKY a00 CumnromMatnyHui gepMorpadizm?
000X CUMITOMIB TPUBAJIICTIO > 6 THXKHIB 3 XomooBa KpOIHB'HKA
BiI[OMI/IXl a00 HEBIJIOMUX NMPUYUH Biacrpouena kponus'siHKa Bij TI/ICKy4

CoHsAYHA KPONUB'SIHKA

' 5

TeroBa KponuB'sgHKA
BiGpariitauii anrioHaOpsIK

XomiHepriyHa KpoIuB'sTHKa




KonTaktHa kponuB’aHKa

AKBareHHa KpONMB'sSHKa

T . . . B .

Hampuknan, ayTtopeakTWBHICTh, TOOTO HASIBHICTh AyTOAHTHUTLI, 10 AKTUBYIOTh TYYHI KIITHHH;

2. . 3.

1HIIa Ha3Ba IITy4YyHa KpomMB'sHKa abo jaepMmorpadiuHa KpoIMB'sSHKA; ~1HIIA Ha3Ba XOJOJHA
4. . 5.

KOHTAaKTHAa KPONUB'SHKA, 1HIIA Ha3Ba KPOMMB'SHKA BiJ] THCKY; “1HIIAa Ha3Ba TEIJIOBA KOHTAaKTHA

KpOIMB'sIHKA

TabGnuis 5
XBopoOu, mNoOB'sI3aHi 3 KpPONMB'SIHKOKW 3 ICTOPUYHHUX MNPHYUH, Ta
CHHAPOMH, SKi KJIIHIYHO TNPOSABJIAKTLCA TMOSABOK NYXHPIB  Ta/ado
aHTiOHAOpAKIB.
e Makynonanyiab03HHI MIKIPHUN MacTOLMTO3 (IMMIrMEHTHA KPOIHB’ STHKA)
e VYpTUKapHUI BaCKYJIIT
¢ bBpaaukiHiH-0MOCEPEIKOBAHNN aHT1OHEBPOTUYHUI HAOPSIK (HampuKIIa,
CAH)
e AHadurakTOiIHA peaKiisi, BAKJIMKaHa (PI3MYHUM HABAHTAKEHHAM
e Kpiomnipun-acouiiioBani nepioguuni cumnromu (KAIIC; yprukapHuit
BHCHUII, TIOBTOPHI HAlaJM Tapsyku, apTpairii abo apTpuTH, 3amaJeHHS
ouei, BTOMA 1 TOJIOBHUM O17b), CIMEHHHUI XOJIOAOBHM ayTo3amajibHUN
cuapom  (CXAC), cumaapom  Makma-Yaneca (CMY)  abo
MYJIBTUCUCTEMHE 3amajibHE 3aXBOPIOBAHHS HEOHATAJIBHOIO  BIKY
(M33HB).
e Cunapom IHiTunepa (peUMAMBYIOUMM  YpPTHUKApHUM  BHCHI 1
MOHOKJIOHAJIbHA FaMMariaris, MOBTOPHI Hama/Iu Tapsyku, OlIb B KICTKaX
Ta M'30B1 0011, apTpaJIrii ado apTpUTH, JiMbaaeHonaTis)
e Cunapowm [neiixa (emi3oquvHi aHTIOHAOPSKH 3 €03UHODLITIETO)
e cuHapoM Bemns (rpaHyneMaTo3HUM JepMaTUT 3 €o3uHOPLTIEr/
€03UHO(PUITLHUM IIEITIOJIITOM)
e Oynbo3HMM nempiroifn (100yIp03HA CTaI1s)

L1i 3axBOpIOBaHHS Ta CUHJIPOMH TOB'sI3aHi 3 KPOIKB’ SHKOIO, OCKIIbKH:




1) BOHU MOXKYTb IIPOSIBISITUCS YTBOPEHHSIM IyXHUPIB, aHT1OHAOpsAKY abo oznpazy
JIBOMa BUIII€3a3HAYEHUMHU CUMIITOMAMU;

2) 3 ICTOPUYHUX IMPUYHH.

IHarodi3zioioriuni acnexkTn

Kponup’siHka — 11e 3aXBOPIOBaHHS, TATOTEHE3 SIKOTO MOB'I3aHUI 3 OIACUCTUMU
KJIITHHaMH. [icTaMiH Ta 1HIII MEAIaTopH, Takl fK (HaKTop akTUBALIl TPOMOOLMTIB
(DAT) Ta UMTOKIHU, IO BUAUISIOTHCA 3 AKTMBOBAHMX TYYHHX KJIITHUH MIKIPH,
MPU3BOASATH 10 aKTUBAIli YyTJIMBUX HEPBIB, Ba30OAMIATALI] Ta €KCTpaBa3allii Tia3Mu
pa3oM i3 3aJy4eHHSM KIITHH 10 (OpMYyBaHHS YPTUKApHUX YIIKOMKeHb. CHUTHAIH,
0 aKTUBI3YIOTh TY4YHI KJIITUHU TPU KPOMHB SHIN, HA CHOTOJHI 3aJHINAIOTHCS
HEJOCTaTHbO BUBYCHUMH 1, WUMOBIPHO, € T€TEPOreHHHMH Ta PI3HOMAHITHUMHU 3a
CBO€I0 MPUPOJI010. ['ICTONIOTIYHO MyXHpi MPEACTABIAIOTh CO00I0 HAOPSAK BEPXHBOI Ta
CEepeHbOI JEePMHU 3 JWIATAINEI0 1 30UIBIIEHHAM MPOHUKHOCTI IMOCTKAMUIAPHUX
BEHYJ, a TaKOX JiM(PaTUYHUX CYIWH BEPXHBOI IEPMH, IO MPHU3BOAUTH O BUXOIY
P1AKOI YacCTUHU KpOB1 B TKaHUHY. [Ipu anrionabpsikax noaiOH1 3M1HU B11I0YBatOThCS B
OCHOBHOMY B 0azaibHIN JepMi Ta MiAMKIpHOMY mapi. B mikipi, ypaxkeHid myXupsmu,
OPAKTUYHO 3aBXKAM BHUSBIAETHCSA IMIABHIIEHHS PETYNSMii MOJEKyn —aziresii
eHJ0TEeNaNbHUX KIITHH, HEUPONENTHIIB Ta (DAKTOPIB POCTY Ta 3MIIIaHUH 3anabHUN
MEPUBACKYJSAPHUN 1HPUIBTPAT PI13HOT IHTEHCHUBHOCTI, 110 CKJIAIA€ThCA 3 HEUTPOP1IiB
3 abo 6e3 eo3uHODiNiB, 6a30(]iniB, MakpodariB Ta T-KIITUH; HEKPO3 CYAMHHOT CTIHKU
BIICYTHIM, 10 € BIIMIHHOK O3HAKOK ypTUKapHoro Backymrty [13-17].
Heyuiko/kena mikipa y NamieHTIB 3 XpOHIYHOIO CHOHTAaHHOIO KponuB'sHkoro (XCK)
Ma€ O3HaKM MiJBUILNEHHS peryisiii Monekyn aaresii [18], iHdiasTpalii eo3uHo(11iB
Ta MOPYIIeHOi ekcrpecii uTokiHIB [19]. Jleski aBTOpH TaKoX ITOBIAOMIISIOTH PO
He3HayHe a00 ToMipHE 30ITBIICHHS KUIBKOCTI omacucTux KmiTuH. LI 3miHM
HIAKPECIIOITh CKJIAJHUN XapaKTep NaroreHe’y KpONMB'SHKH, SKUM Mae Oararo
0COOJIMBOCTEH Ha AOAATOK J0 BUBUILHEHHS TICTaMIHY 3 J€PMaJIbHUX TYYHHX KIITHH
[20-22]. Meski 3 mux OCOOIMBOCTEH KPOMMB'SHKM TaKOX CIHOCTEPIraroThCsl IMpU
PI3HUX YMOBax 3arajieHHs,, 1 TOMy BOHU HE € crnenupidHUMU YH J1arHOCTUYHUMH.

baxxanuMm € momyk Oulbl crieuu(PiYHUX TICTOJOTIUHUX OlOMapKepiB ISl Pi3HUX



NIATUIIB KPOMUB'SHKU Ta A AUQPEPEHUIIOBAHHS KPONUB'SHKU BIJl 1HIIMX CTaHIB
[23].

Menunko-counianbHe 3HaYeHHs XK

Menuxko-comianbHe 3HaueHHs XK i naiieHTis, iX ciM'i Ta Jpy3iB, CUCTEMHU
OXOPOHM 3JIOPOB'St Ta CYCIUIBCTBA € CYTTEBUM. BUKOpPUCTaHHS [aHUX MO0
HACHIKIB Ta BHUPAXKEHOCTI MpPOSIBIB 3aXBOPIOBAHHS, OTPUMAHMUX Ha MiACTaBl
OMUTYBaHHS MAIl€EHTIB, TAKUX SK IIKaJia OLIIHKA akTUBHOCTI KpomnuB'sHku (UAS),
IIKaJia OI[IHKM aKTUBHOCTI aHr10HAOpsAKY (AAS), ONUTYBAIBHUK SKOCTI KUTTS MPHU
XK (CU-Q20L), onuTyBaJIbHUK SIKOCTI KUTTS nipu anrioHaopsikax (AE-QoL) ta Tect
Ha kpornuB’ssHKY (UCT) y mociipKeHHSX Ta B KIIHIYHIN MPaKTHIIL JOMIOMAarae Kpaiie
Bu3HauuTH BB XK Ha mamiedTiB [24]. 3 HasgBHUX [JaHWX BHILIMBAE, IO
KpOTMB'sTHKA TIOMITHO BIUTMBAE SIK HA 00'€KTUBHE (DYHKIIIOHYBAaHHS MAIli€EHTA, TaK 1 Ha
roro cyO'ektuBHe Omaromomydust [25-27]. 3a manmmm O'/loHHENIa Ta CITIBaBT.
MOKa3HUKU CTaHy 310poB's y xBopux Ha XCK BiAMOBiat0Th MOKa3HUKAM MAI[IEHTIB 3
1meMiyHoO0 XBOopoOorw cepust [28]. OkpiM TOro, MOKa3HUKU CTaHy 3JI0pOB'S Ta
cyO'ekTHBHA 3a/10BOJIeHICTh y namieHTiB 3 XCK 3HauHO HMXKYi, HIXK Y 3I0POBUX 0CI0
Ta y Hall€HTIB 3 pecniparopHoro anepriero [29]. XK npu3BoguTh 10 3HAYHUX BUTpPAT
BJIACHE IMAIlIEHTIB Ta cycmiibeTBa [30-32].

JiarHOCTHKA KPONMB’ AHKH

Jiacnocmuxa 2ocmpoi Kponue’aHKu

3a3Buuail rocrpa KpONUB'ASHKa He MOTpeOye MOBHOTO JIIarHOCTUYHOTO
OOCTEXEHHSI XBOpPOTO, OCKUIBKM 3aXBOPIOBaHHA B OUIBLIOCTI BHUMAJKIB €
caMOoIMITYr0ouuM. €JIMHUM BUKIIOUCHHSIM € ITJ03pa Ha TOCTPY KPOIUB'SHKY, IO
OB’ s13aHa 3 Xap4yoBOIO ayieprito I Ty y ceHcuO1I130BaHnX TMaIll€HTIB a00 HasSBHICTh
IHIMX TIPOBOKYIOUUX (PAKTOPiB, TAKUX SK MPUMOM HECTEPOITHUX MPOTU3AMATBLHUX
npenapariB (HII3II1). B Takux Bumamkax MpoBENEHHS aJeproTecTiB B MOEIHAHHI 3
HAaBYAHHSIM TAIIEHTIB € OaKaHUM, 110 J03BOJIUTH MAIll€HTaM YHUKHYTU MMOBTOPHOIO

BIUIMBY BiJNOBIAHUX (PaKTOPIB.

Yy noTpiOHO NPOBOAUTH PYTHHHI JiarHOCTHYHI TeCTH Y BUNIAAKY FOCTPOI




KPONMB’SAIHKH?

Mu  He  peKOMeHAYEMO  NPOBOAMTH  pyTuHHi | ! >90%
NIATHOCTMYHI TeCTH y BHUIAAKY IOCTPOI KPONHB’SHKH KOHCEHCYCY

(Ha migcTaBl KOHCEHCYCY)

Jiacnocmuxa XpoHiuHoi Kponue’aiHKu

Hiarnoctrnune oOctexxeHHs y Bumaaky XCK mae Ttpu ocHOBHI mim: 1)
BUKJIIOUMTH aJbTEPHATUBHI 3aXBOPIOBAHHS; 2) OLIHUTHU AKTUBHICTh 3aXBOPIOBaHHS,
HOro HaciIIKH JJIA Mall€HTa Ta MOXKJIMBICTh MO0 KOHTPOJIO 3) BU3HAYUTH TPUTEPU
3aroCTpeHHs XBOpoOM abo, y BHUMAAKY HAsgBHOCTI TIOKa3aHb, WOTr0 OyIb-sKYy
nepmonpuynHy. Ciif 3a3Ha4NTH, IO MyXHUpi a00 aHT10HAOPSAKH MOXKYTh TaKOX OyTH
MPOSIBAMM THIIHMX MMATOJOTIYHUX CTAHIB. Y MAIlI€HTIB 3 KITHIYHUMH O3HAKAMU JIUIIIE Y
BUINISAAI NyXupiB (aje Oe3 aHrioHaOpsKiB) MOTPIOHO B MEPIIY YEPry BUKIIOYUTH
YPTUKapHUI BacKyJIT Ta ayTo3alajbHI po3iajau, Takl sk cuHapoM IIHiTiyepa ado
KpiomnipuH-acomiioBani nepioguyni cumntoMu (KATIC). 3 iHmoro 0oky, y naiieHTiB
3 PEUUAMBYIOUMM MEpPedIroM aHrioHaAOPSIKY, IO HE CYNPOBOIKYETHCSI BUHUKHEHHIM
NyXWUpiB, TOTPIOHO TPOBOAUTH JU(EepeHIiiHy MIarHOCTHKY 3 OpaJuKiHIH-
OMOCEPEAKOBAaHUM aHT10HAOPSIKOM; aHT1OHAOPSIKOM, acOI[IHOBaHMM 3  1HT10ITOpPOM
aHTioTeH3uHNEpeTBOprorodoro pepmenty (AIID) ta iHMUMEU HEOTOCEPEIKOBAHUMU
MeziaTopaMu MacTOLUTIB aHrioHa0pskamu, sik Harpukian CAH 1-3 Tunis (puc. 1).

bazucha ominka aktuBHOCTI 3axBoproBanHs (UAS, AAS), sikocti xutts (CU-
Q20L, AE-QoL) ta xontpoumto 3axBoproBanHs (UCT) € He3aMIHHHMMHU B CIIPSIMYBaHHI1
pillieHb JIKaps 100 TAKTUKU BEACHHS TaKUX IAIEHTIB, 3a0€3IMEeUyIOund KpaIle
ySBIEHHS TIPO TATAp 3aXBOPIOBAHHS [UIsl XBOPUX, a TaKMK IMOJETIIYIOUU
CTaHJAPTU3AIlI0 Ta yAOCKOHAJECHHS BEICHHS MEIUYHOI JOKYMEHTAaIlli (IUB. TaKOX
po3111 «O1iHKa aKTUBHOCTI, HACTIJKIB Ta KOHTPOJIIO 3aXBOPIOBAHHS).

BaxxnuBoro ckiiagoBoro € 30ip aHaMHE3Y, BPaxOBYIOUH TOH (DaKT, 110 TpUrepu
3aXBOPIOBAHHS MOXYTh OyTH uuclIeHHUMHU. [lomamnbii MiarHOCTHUYHI J10CTKEHHS
JUIS BUSIBICHHS TMEPIIONPUYMHHM 3aXBOPIOBAHHSA Yy TMAllieHTa 3 TPHBAIUM 1

HEKOHTPOJILOBAHUM Iepe0iroM MOBUHHI OyTH PETETLHO BU3HAUCHI.




VY BUABIICHHI NPUYUH PI3HUX THUMIB 1 MIATUIIB KPONUB'SHKU 3p00JaeHO Gararo
JTOCATHEHb B OCTaHHI JecaTuiiTTs, ocoomuBo moao XCK [33-35]. B sxocTi npuuuH
XK Oynu omucaHi HACTymHI — ayTOIMyHHI peakiiii, CIpUYUHEHI ayTOAHTUTLIAMH,
cpssMOBaHUMU NpoTH Brcokoaddinamx penenrtopis 10 [gE abo IgE ayroantutinamu
JI0 ayTOAHTUTEHIB, TICEB0ANEPTIs (HeaJepriuyHi peakiiii rinepuyTIMBOCTI) Ha XapuoBi
npoayKTH abo Jiku, rocTpi abo xpoHiuHi iHpekuii (Hanpukian, Helicobacter Pylori
abo Anisakis simplex) (muB. Tabn. 6). IIpore iCHyIOTHh pO3pPi3HEHICTh AAHUX IIOJO
YaCTOTH OCHOBHUX NMPUYMH 3aXBOPIOBAHHS 3T1JTHO PE3YJbTATIB PI3HUX JIOCIHIIKEHB,
10, MOXJMBO, OOYMOBJIEHO OCOOJIMBICTIO IEBHUX pEriOHIB CBITY, a came -—
BIJIMIHHOCTI B XapuyBaHHI Ta MOIIUPEHOCTI MNeBHMX I1H(eKiid. TakuM YHHOM,

BKJIMBO IMaM'sITaTH, 110 HE BCl MOXJIMBI MPUYUHHI (haKTOPH MOTP1OHO JOCIIIKYBaTH

y KOXKHOTO TAIli€HTa, a NEePIIUM KPOKOM JIarHOCTHUYHOTO MOUIYKY € pemenbHuti 30ip
AHaMHe3y, 8Pax08y0UU HACMYNHI NUMAHHSI:

1. Yac nouarky 3aXBOpIOBaHHS

2. ®opma, po3Mmip, 4acToTa / TPUBAIICT 1 JIOKATI3aIlisl IyXHPiB

3. HasHBiCTh aHT10HAOPSIKIB

4.CynyTHI O3HaKd, Taki K Oib B KiCTKax/Cymio0ax, rapsyka, CHAaCTHYHI
abaomiHaNbHI 601

5. CiMelinuii aHaMHe3 a0o0 TIONEpeNHl emi30[H BUHUKHEHHS MyXUpIB Ta
aHT10HAOPSIKIB

6. IIpoBokyBanHs (iznunumMu akTopamu a060 HI3UIHUMHU BIIPaBaMU

7.3B'I30K TOSBM  CHUMIITOMIB 3 4YacoM JI00M, BHXIJHUMH JHSIMH,
MEHCTpPYaJIbHUM IIUKJIOM, BIAIYCTKOO Ta 3aKOPJIOHHUMH IOJJOPOKAMU

8. 3B'SI30K MOSIBU CHUMIITOMIB 3 IMEBHOIO DKEI0 ab0 MEIUYHHMMH IpernaparaMu
(mampuxan, HIT3IIL, inribitopu AIID).

9. 3B'I30K MOSBM CHUMNTOMIB 3 IHIIUMH 1H(EKIIHHUMU 3aXBOPIOBAHHSIMH,
CTpecoM

10. Munyna abo HasiBHA anepris, 1H(EKIiiHI 3aXBOPIOBaHHS, BHYTPIILIHI/
ayTOIMyHHI 3aXBOPIOBaHHS, IAaTOJIOTiS 3 OOKYy IIIyHKOBO-KHIIIKOBOTO TPakTy abo

1HII CTAaHU



11. Couianbauit Ta mpodeciiiHuii aHaMHe3, JT03B1UIS

12 Tlomepennst Tepamis Ta BIANOBIIb Ha TEpamiio, BKIFOYAIOYH JO3yBaHHS

npernapariB Ta TPUBATICTh JIKyBaHHSI

13 TlonepenHi oOcTeXEHHS/IX pe3ynbTaTu

Jpyruii KpoK MOCTAaHOBKH JIarHO3Y —II€ @hi3uxanvHe 0OCMeNCeHHsI X80PO2o.

[Tomanpmii A1arHOCTUYHI TECTH MOBUHHI MPU3HAYATHCA MPU HASIBHOCTI MOKa3aHb 3a

TaHuMU 310paHOTO aHaMHe3y Ta/a00 MaHux 00’ €KTHBHOTO OOCTekeHHS. Bubip

JIarHOCTUYHMX TECTIB 0OaraTo B HYOMY 3aJICKHTh B XapakTepy Ta IMiATHUILY

KpONUB'AHKY (IUB. puc. 11 6).
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J1larHOCTUYHMI aIrOPUTM JJIA MALIE€HTIB 3 KIIHIYHUMU MPOSABAMHU y BHUIIIAI
nyxupiB abo aHrioHaOpsky, abo o6ox o3nak. HAH: naOyTuii anrionaOpsik depe3
nedimur  Cl-iariditopy; 1AII®D: iuriditop AllD; AH: anrionabpsk; A3X:
ayTo3anaibHa xBopoOa; CAH: cnagkoBuii anrionadpsik; PAC: peHiH-aHI10TeH3MHOBA
cucrema

Tloscuenns 00 pucyHky:

1 . . . . . . o

Oxpim inrioiTopiB AII®, onmcani Bumagku po3Butky AH micias mpuiiomy
1HT101TOPIB PEHIHY Ta CapTaHIB

2 . o . . o

NOTPiIOHO TPOBECTH peTeNbHUN 30ip CIMEMHOr0 aHamMHe3y Ta YTOYHUTH Y
MaIie€HTa BiK, IPU SKOMY BUHHUKJIM MEPIIi 03HAKU 3aXBOPIOBAHHS

3 : .

HNocnimxenns Ha Mapkepu 3anaynieHHs (C-peakruBHuil Ounok, IIIOE), Ha
nmapanpoTeiHeMil0 Y JOpOCHHX, BHSBICHHS O3HAaK Oaratmx HeUTpodizamMu
1HGUTBTpaTiB 1pu Oi0MCIi MIKIPW; MPHU HAIBHOCTI O3HAK — aHaJI3 Ha T€HHI MyTaIlii
IIPU CMAIKOBUX NEPIOAUYHUX TapssuKOBUX cuHApoMax (Hampukiaa, KAIIC).

4 . . . o

Cnin 3anuTaTtu y narienTa: "SIk 10Bro 30epiraeTbcs KOXKeH okpeMuil myxup?"

5 .

nocaimpkeHds Ha komiuieMeHT C4, tect C1-INH; momarkoBo oOcCTeXEHHS Ha
antutuia Clq Tta C1-INH npu mino3pt na HAH; anani3 Ha reHH1 myTamii, SIKIIO
pe3yJIbTaTH TIONEPEAHIX TECTIB HEraTMBHI, a aHaMHe3 3aXBOPIOBAHHS MAaIli€HTa
BKa3y€e Ha CMaJKOBUH aHT1OHEBPOTUYHUI HAOPSK.

6 . . . e . . . o

Ipy BIICYTHOCTI pemicii depe3 6 MICSIB MICAsS NPUIIUHEHHS MPUHOMY
iHr161TOpiB AIID, cnix mpoBectu oocTexxeHHs Ha aedinut Cl-iHri6iTopy.

Yy wasBHi B GiomTari ypaxkeHOi WIKIpH YIIKOJUKCHHS MAJMX CyIMH
NanIIPHOTO Ta PETHKYISPHOTO IIAPIB JAepMHU Ta/abo (HiOpMHOIMHUX BIAKIA/IEHb Y
NEPUBACKYJSIPHUX Ta IHTEPCTULIAIBHUX MPOCTOpaxX, IO CBIAYUTH Ha KOPHUCTh
YPTUKApHOIO BaCKYJIITY?

8 . .

Cnig 3anurtaru  mamieHta: «Yu  MoOXeTe BH BUKIHWKATH/CIIPOBOKYBAaTH
BUHHUKHEHHS ITyXHUPIB?»

? TIpn HasBHOCTI y TalieHTa aHAMHE3Y HA KOPHUCTh 1HIYKOBAHOI KPOIHB'IHKH,
CIiJi TPOBECTH CTAHJAPTU30BAHUM MPOBOKAIIWHUK TECT  BIAMOBIAHO  JI0

MIKHApPOJHUX KOHCEHCYCHUX peKoMeHaliii [36].



"“HaGyti ayrosamamphi cuHAZpOMM BKmIodaroTh cuHapom  LlmiTiviepa,
cucteMHuil roBeHUTbHUN imionatuaHuit aptput (CHOIA) Ta xBopoOy Crimina
JIOPOCINX; CIAJKOBI ayTo3amayibHi cuHapomu BkIoualoth KAIIC, cimeiinuit
XOJIOJOBHM ayTO3alalbHUN CUHAPOM, CHHApPOM Makiia-Yenbca Ta MyJIMTUCUCTEMHE
3amajbHE 3aXBOpIOBaHHA HeoHaranbHOro BiKy (NOMID), pimme — rinep-IgD
CUHAPOM Ta CHHAPOM NEPIOAMYHOI JIMXOMAHKH, AacOLIMOBAaHHMI 3 peLenTopom
(dakropy Hekpo3y nmyxsinH (TRAPS).

y PIAKICHUX BHUIAJKaX PEIUIUBYIOYMM aHTiOHAOpSIK HE TOB'A3aHUN 3
MeJlaTopaMu TYYHHMX KIITUH a0o OpaJguKiHIHOM, a OCHOBHI NaTOrE€HETHUYHI
MEXaHI3MHU 3alUIIAlOThCA  Hes sacoBaHUMH. ONHUCAaHO JIEIKUMH aBTOPAMH  SIK
«1IIOTaTUYHUN aHT10HAOPSIK.

Tabnuis 6
PexomeHn0BaHi MeTOAM AOCHIIKEHHS IPH HAHOIJIbII MOIIMPEHUX

NiATUNAX KPONMUB’ THKH

Tun igTun PyTunHi fiarHocTHYHI Pozmmpene giarHocTH4He
TeCcTH obcTeskenHs' (Ha migCcTaBi JaHUX
(pexoMeH10BaHI) aHaMHe3y)

Juas inentudikanii npuauHu
3aXBOPHOBAHHS, IPOBOKYIOUHX
(¢axTopiB a00 mpoBeReHHA
JudepeH HiiiHOI TiarHOCTUKH

- )
Toctpa SKOIHI JKOIHI
CIIOHTaHHAa

KpPOIUB’ THKA

XCK anauiz kposi Ha HIOE YHUKHEHHS TPUTEPHUX (aKTOpiB
ta/abo CPb (HanpuKJIaa, MeTUKaMEHTO3HUX
npenaparis); MPOBEICHHS
JIarHOCTHYHUX TECTiB Ha (TIOPSIOK
CnoHTaHHa
00CTe)XEHHSI HE CYyTTEBUH):
KpOIIUB’ IHKA _ o
iH(EKIIHHI 3aXBOPIOBaHHS
(mampuknan, Helicobacter pylori);
(YHKIIOHAIIBHI ayTOAHTHUTIIA
(HampukIaz, MKipHUH TECT 3
ayTOJIOTIYHOI0 CHPOBATKOIO);

mopymeHHs] PyHKIIIT IUTOMoMi0HOT

31031 (TOPMOHH IIATOIIOAI0HOT




3aJI03M Ta ayTOAHTHTLIA);
aneprotecTH (IIKipHI TecTH Ta/abo
eniMiHaliAHa npoba, HAPUKIIA/I,
rinoajepreHHa niera); cymytHs XIK,
JUB. HIDKYE [36]; TSHKKI CUCTEMHI
3aXBOPIOBaHHS (HAPUKIA,
TpHUIITa3a); iHIIe (HAIPHUKITAI,

Oioricis ypaskeHOT TUISTHKH ITKipH)

IngykoBana

KpOIUB’ SIHKA

XoJomoBa

KpOIUB’ THKA

XoJI1010B1 TTPOBOKAITIHHI
mpoOu/TecT Ha

oo 34
IIOPOTOBHM PIBEHB ™

anaii3 kposi Ha IIIOE ta/abo
CPB, BUKIIOYEHHS 1HIIHX
3aXBOPIOBaHb, 0COOINBO

iH(peKiitHOi eTiomorii

Bincrpouena TecT cTHCHEHHS/TECT HA Komui
KPOIHB'SIHKA BiJ ITOpOroBHii piBens™

THUCKY

Temnosa TerutoBi mpoBoKaliiHi Komui

KpOTIMB’ THKA

npodu/Tect Ha

ITOpOroBHii piBens

CoHsiyHa

KpPOTIMB’ THKA

Y@ onpoMiHEeHHS Ta
BHIAMME CBITIIO Pi3HOL
JIOBKWHU/ TeCT Ha

IIOpOTOBHiA PiBeHB

BuxomioduTy iHII TepMaTHTH,

IHTYKOBaHI CBITIIOM

Cumnromarnyanii | Tect Ha gepmorpadizm anaumi3 kpoBi Ha LIIOE Ta/abo CPb
nepmorpadizm Ta BU3HAUCHHS

TIOPOTOBOTO PiBHS
Bibpartiiini Bibpartiiini JKOIHI
AHTiOHEBPOTUYHI MPOBOKALIIHI TECTH,
HaOpSIKH Hanpukiaz, Vortex
AKBareHHa [TpoBokauiiiHi mpobu KOJHI
KpOTIHB’ THKA
XominepriyHa [IpoBoxkarritini mpobu Ta JKOITHI
KPOIIMB’ IHKa BU3HAUEHHSI [IOPOTOBOTO

piBHS

KonTaktHa [IpoBokanitini mpodu Ta JKOIIHI

KpOIUB’ THKA

BU3HAYCHHS [TOPOTrOBOI0

piBHSA




Hpumitka: 1IOE - mBuakicts ocinanus epurpouutis, CPB — C peakTuBHuil GiIOK, 3a1€XKHO Bil NpUUHHH
3aXBOPIOBAHHs, JIMIIE y BHNANKy YiTKHX IOKAa3aHb 3TiJHO JAHMX aHAMHE3y NAIli€HTa, ~BCi TECTH TPOBOIATHCS 3

pi3HEM piBHEM MOTEHIIHHOrO TPHUrepy Ul BU3HAYEHHS TIOPOTOBOTO 3HAYEHHS, ‘eTalli BiIHOCHO IPOBOKALIHHUX TIPO6

Ta BU3HAYCHHS [TIOPOTOBOTO PiBHs AUB. (36)

Yu € nouyibHUM NpoBeAeHHs AU epeHUiiHOol JiIaTHOCTUKY Yy NALIEHTIB i3

XPOHIYHOK0 CIIOHTAHHOIO KPONIMB’SHKOK0?

Mu pexkoMeHIAYEMO TIpOBedeHHHA JAudepeHIiiiHOl
AIAarHOCTHKM Yy BCiX NALli€HTIB 3 03HAKAMHU XPOHIYHOI
CIIOHTAHHOI KPONHUB’SIHKH BIANOBIAHO 10 AJTOPUTMY
00CTeKEeHHS.

(Ha migcTaBl KOHCEHCYCY)

"

>90%

KOHCEHCYCY

SKi pyTHHHI JiarHOCTHYHI JOC/II/IPKEHHS CJII/I IPU3HAYUTH Mali€EHTAM i3

XPOHIYHOK0 CIIOHTAHHOK) KPONUB’SIHKOI0?

Mu pekoMeHAYEMO O0OMEXHMTH Iepesik 00CTe:KeHb 10
Bu3HaveHHs piBHA IIIOE Tta/a60 C peakTuBHOrO OLIKY.

(Ha migcTaBi KOHCEHCYCY)

Mu  pekomMeHAyEMO  NPHU3HAYEHHSI  JAOJAATKOBHX
o0ctexkenb nmpu XCK y BUNaaKy HasiBHOCTI NMOKa3aHb
3a JaHUMHM AaHaMHe3y 3aXBOPIOBaHHSI a00 [JdaHMX
00’€KTHBHOI0 00CTEe:KEHHsI, 0COOIMBO NMPH TPUBAJIOMY,

HEKOHTPOJILOBAHOMY Mepediry 3aXBOPHOBAHHSA

"

>90%

KOHCEHCYCY

Yu € HeoOXiTHMM NPOBeIeHHSI PYTUHHHUX JIarHOCTHYHHUX JOCTIIKEHb Y

NALIEHTIB i3 XPOHIYHOIO IHAYKOBAHOK KPONMB’IHKOK?

Mu pexkoMeHIy€EMO MPOBeIeHHS MPOBOKAWIMHUX MPOd y
BHIAJAKY XPOHIYHOI iHIYKOBAHOI KPONUB’ IHKU.
Mmu pexoMeHAy€EMO BU3HAYE€HHSI MOPOIrOBOr0 3HAYEHHS

nJis ail TpurepHoro ¢gaxkropy, a takoxk tect UCT nas

i

>90%

KOHCEHCYCY




BHU3HAYEHHSI AKTUBHOCTI 3aXBOPIOBAHHS, MOKJIMBOCTI
KOHTPOJII0 32 HOr0 nepediromM y nami€HTiB i3 XpOHIYHOIO
IHIYKOBAHOI0 KPONMB’IHKOIO.

(Ha migcTaBi KOHCEHCYCY)

Po3mmpeni Ta JOporoBapTiCHI 3arajibHi IPOrpamMu CKPUHIHTY JJisS BUSIBICHHS
IPUYUH KPONUB'THKA Ha CbOTOJHI HE PEKOMEHJOBAaHO 3aCTOCOBYBaTu. OOCTEKEHHS
Ha ¢akropu, mo Oyiau 3a3HadeHl B TaOMUIll 6, MOBUHHO MPOBOJUTHCH JIUIIE IMPU
HasgBHOCTI TIOKa3aHb 3TIJHO JaHWX aHaMHe3y naiieHta. Audepria [ Tumy €
HaJ3BUYaliHO piakicHoro npuunHoro XCK 1, HaBmaku, mceBmoanepriuyHi peakiii
(neanepriuni peakuii rinepuymiuBocti) Ha HII3IT abo xap4oBi mpoayKTH YacTiiie
acouiiioBani 3 XCK. /[ilarHO3 NMOBHHEH TI'PyHTYBaTHCs Ha HasBHOCTI BKa31BKU B
anamue3i Ha mnpuiiom HII3II ab6o mpotokosn mieroTeparii Nmpu IICEBIOATIEPTIYHUX
peakmisix. B gKocTi YMHHWKIB BUHUKHEHHS KPOIMB SHKH MOXYTh BUCTYIIATH
OakTepianbHi, BipycHi, nmapazutapHi abo rpubkosi iHdekii (H. pylori, ctpentokokw,
cTaJIOKOKH, €pcuHii, JaMOmi, Mycoplasma pneumoniae, 30yIHUKH BIPYCHHUX
rernaruTiB, HOpoBipyc, napsoBipyc B19, 30ynHuk aHizakigo3y, ameOu, Omacronucra
to1io) [38-40]. AKTyaJIbHITh Ta 4acTOTa ACAKUX 1H(PEKIIHHUX 3aXBOPIOBaHb 3HAYHO
BIJIDI3HSIIOTBCA B PI3HUX Tpynax IMall€HTIB Ta pI3HUX reorpadiuHuX perioHax.
Hampuknazn, aHi3akino3d 3 rpynd HEMaToj031B, MOXE OyTH MPUYHHOIO PO3BUTKY
PELUANBYIOUOT TOCTPOi CIIOHTAHHOI KPOMHUB'SHKM B THX KpaiHax CBITY, JIeé 4acTo
BKHBAIOTh B DKy cupy pudy [41, 42]. AxryanbHicts iH(pixyBanHs H. pylori,
HasiBHOCTI iH(ekiii JIOP-opraniB Takox BIAPI3HAETHCS y PI3HUX Tpylax MAIi€HTIB
[40, 43-46]. TToTpiOH1 MONATKOBI AOCTIIKEHHS, 00 BU3HAYUTU POJIb 1HPEKLIHHUX
areHTIB Y BUHUKHEHHI KPOIIUB'SHKHU.

He pexomengoBaHe TMpOBENCHHS PYTHHHOTO CKPUHIHTY Ha HasBHICTb
3TOAKICHUX IMyXJIMH JUISI 11arHOCTUKH OCHOBHHX MPHUYMH KPONMB'SsHKH. He3Baxkarouu
Ha TIOBIAOMJICHHSI TIPO HE3HAYHO OUTBII BUCOKHI PIBEHb KPONUB SIHKA y XBOPUX 3
HEOIUIAaCTUYHUM Tiporiecamu B TaitBani [47], HE ICHY€ HOCTATHIX JIOKa31B MPUYUHHO-

HACJIJKOBOIO 3B’sA3Ky. OJHAK, BUKJIFOYEHHS 3J0SIKICHUX HOBOYTBOPEHb, IMOKA3aHE Y




BUIIAJIKy BIAMOBIAHOI CUMIITOMATUKHU B 1CTOPIi XBOpOOU (HANPHUKJIIaA, panToBa BTpaTa
Baru).

Ha nanuit MOMEHT €IMHMMH 3arajbHOJOCTYIHMMU T€CTAMU HAa BU3HAYCHHS
aytoanTutin g0 IgE a6o FceR1 (Bucokoaddinnoro peuentopa IgE) € mkipawuii Tect 3
ayTtojoriuHoto cupoBarkoto (ASST) ta rectu aktusanii 6azodiniB (BAT). ASST — e
Hecneuup1YHUI CKPUHIHTOBUM TECT, SIKUW BU3HAYA€ HASIBHICTh B CUPOBATIII HE JIUILE
riCTaMiH-BUBUIBHSIOUUX ayTOAHTHUTLI, ane i (akTopiB BUBUILHEHHS TicTaMiHy Oy/ib-
sakoro tumy. ASST cmig mpoBoAWTH 3 MaKCHUMaJIbHOK OOEPEk,HICTIO, OCKUIBKU
MOXJIMBE 1H(IKYBaHHS NAaIl€eHTa MpPU MOMUIKOBOMY BBEACHHI 4YyXOi CHpPOBATKHU.
Binbur geranbHa iHdopmanis B okpemomy nokymenti EAACI / GALEN [48, 49].

Tect akrtuBamii 6a30(]iniB BUSABISE BUBIJILHCHHS TiCTaMiHy a00 MOPYIICHHS
peryJiLii MapKepiB aKTHBAIll JOHOPCHKUX 0a30(UIIB y BIANOBLAb HA CTHUMYJIALIIO
cupoBarkoro kpoBi xBopux Ha XCK. Ileit Tect mormomarae BU3HAYUTH aKTHBHICTH
3aXBOPIOBAaHHs y TAIll€EHTIB 3 KpormuB'sHkowo [50, 51], a Takox aiarHOCTyBaTu
ayToiIMyHHY KpomnuB'sHKy [52]. Oxpim Toro, BAT Moxke BUKOPHCTOBYBaTHCS SK
MapKep 4yTJIMBOCTI JI0 Tepamii UKo CopuHOM A ab6o omanizymadom [53, 54].

Y neskux mnamieHTiB 3 akTUBHUM mnepebirom XCK rpymnoro mociiaHuKiB
BIIMIY€HO 3HIDKEHHS piBHSI 0a30(piiB B KPOBI Ta NPHUTHIYCHHS BHUBUIHBHCHHS
0azodinamu ricraminy onocepenkoBane IgE peuentopamu y Bianosiap Ha aHTH-IE.
bazodinu kpoBi BusBIAOTECS B ypaxeHid mkipu mamieHtiB 3 XCK [19]. Pewmicii
3aXBOPIOBAHHs OOYMOBJICHI 30UIBIIIEHHSIM KUIBKOCTI 0a3odisiB B KpOBI Ta
onocepeaxkoBanuM  perentopamu IgE  BuBUIbHEHHAM rictaminy [55, 56].
[TinBuieHHs KUTHKOCTI 6a30(1JIiB TAKOXK CIIOCTEPITaeThCsl MpHU JiKyBaHHI aHTH-IZE
[57]. IIpote 111 pe3ynbratu MOTPeOyOTh MOJAIBIITNX JOCIIKEHb 1 Hapa3l HE MOXYTh
OyTH BKJIFOYEHI A0 PEKOMEHALIM 3 A1arHOCTUKU. Takox ciif 3a3HaYUTH, U0 HU3bKa
KUIBKICTh 0a30(TiB HE € MOKa3aHHSM JI0 MPU3HAYCHHS JOJATKOBUX IOCIIIKCHb.
BinmiueHno Bucoki piBHiI D-numMepy y nanieHTiB 3 aktuBHUM nepebirom XCK Ta ioro
3HM)KEHHS BIAMOBIHO [0 KJIHIYHOI BIJMOBIJII 3aXBOPIOBAHHS Ha TEpariio

oMaJtizymaOboM. 3HaYeHHS IIUX 3MiH ITOKH IO JI0 KIHIS HE 3’SCOBaHe, TOMY Ha JaHUM



yac peKoMeHJallll He BKIIIOYAIOTh JOCIIHKEHHs piBHSA D-IuMepy y Malli€eHTiB L€l

Kareropii [58, 59].

Ouninka aKTUBHOCTI 3aXBOPIOBAHHSI, HACJTIIKIB Ta KOHTPOJIIO

AKTHBHICTh 3aXBOPIOBAHHSI Y BHITQJIKy CIIOHTAaHHOI KpOIUB'SIHKH — CII1J
OLIIHIOBATH SIK Y KJIIHIYHINA MPaKTHUL1, TaK 1 IPU MPOBEACHHI KIIIHIYHUX JOCIIIKEHb 3a
nomomoroto UAS7 (tabm. 7), ynidikoBaHOT Ta TPOCTOI IIIKamu, sKka Oyna
3aMpoIIOHOBaHA B OCTaHHIM Bepcli KIHIYHUX peKOMeHAalliil Ta Oyna nepesipeHa (60,
61). UAS7 0a3yerbcsi Ha OLIHLI KJIIOYOBMX O3HAaK Ta CHUMIITOMIB KPOIHB'STHKH
(myxupiB Ta cBepOeXKy), PO SKI TOBIIOMJISE TMAIIE€HT, MO0 POOUTH II0 MIKATY
ocoOnmuBo KopucHoro. Buxopucranus UAS7 mnosermiye NOpiBHSHHS pe3ysIbTaTiB
JOCIIJIKEHb, OTPUMAHUX B pI3HUX LEHTpax. OCKIIbKM AKTUBHICTh KPOIUB'SHKU
9acTO 3MIHIOETHCS, 3arajbHa aKTHBHICTh 3aXBOPIOBAHHS HaWKpallle MOXHa OI[IHWUTH,
MOpaJUBIIY TalllEHTaM 3aMOBHIOBATU JOOOBY IMIKalTy AJIE CAMOOI[IHKH CHUMIITOMIB
OJIMH pa3 Ha JIeHb NPOTAroM AeKkiIbkoX IHIB. UAS7, TOOTO cymapHa oliHKa 3a 7 JIHIB
MOCIIJIb, TOBUHHA BHKOPHUCTOBYBAaTHUCA B 3BUYAMHIA KIIHIYHIA MPAKTUIN IS
BU3HAYEHHS aKTUBHOCTI 3aXBOPIOBaHHS Ta BIANOBIAI Ha NiKyBaHHS nauieHTiB 3 XCK.
Jlns marienTiB 3 anrio HaOpsikom Oyna po3poOrieHa 1 3aTBEp/K€HA HOBa IIKala —
[Ikana akTuBHOCTI aHTiOHAOPsKY (AAS) (62). OkpiM aKTUBHOCTI 3aXBOPIOBAHHS,
Ba)XXJIMBO OI[IHUTH BIUIMB 3aXBOPIOBAHHS HA SKICTh JKUTTA, & TAKOXK MOTO KOHTPOJIO
SK y KIHIYHIN TPaKTHII, TaK 1 Y KIIHIYHUX JocaipkeHHsaX. OctaHHiM yacoMm TecT Ha
kpornuB’siHKy (Urticaria Control Test — UCT) cTtaB KOpUCHUM ISl OLIIHKUA CTaHy
naiieHTiB (63, 64). UCT Oyno po3poOieHo Ta 3aTBEPIKEHO JJisi BU3SHAUEHHS PIBHS
koHTpoJro 1pu Beix dopmax XK (XCK Tta XIK). UCT mae numie 4oTUpU MyHKTH 3
YITKO BU3HAYCHUMH KPUTEPISIMH ISl TAIIEHTIB 3 «J100pe KOHTPOJIHOBAHUM» abo
«TIOTaHO KOHTPOJIbOBAaHUM» 3aXBOPIOBAHHSIM, 1 TaKUM YWHOM BIH ITJIXOMUTH IS
BEJICHHS MALIE€HTIB B PyTUHHIN KIIHIYHIA NpakTull. [paHUYHUM 3HAUYEHHAM «A00pe
KOHTPOJBLOBAHOTO» 3axBoproBaHHsI € 12 3 16 moxmuBux OaniB. Lle nomomarae

pUAMaTH PIIICHHS PO JIIKyBaHHS.



AKTUBHICTb, HaCHIKA Ta KOHTPOJIb 3aXBOPIOBAHHS MAarOTh OyTH OLIHEHI i
gac MEpIIoro i KOXKHOTO MOJAIBIIOr0 BI3UTYy, OCpydHd O yBard, IO JIESKI METOJH,
Hanpukiaaa, UAS MoxHAa  BUKOPUCTOBYBATH  JIMIIE IS MPOCIHEKTHBHOTO
nocaipkeHHs, a iHu - Hanpukiaa, UCT, 103BOJSIIOTh NPOBOAUTU PETPOCIEKTUBHY
ominky. J[ns 1ie€i MeTH ¢l BUKOpUCTATH IepeBipeHi metoau, Taki sk UAS7, AAS,

CU-Q20oL, AE-QoL ta UCT.

Yu HeoOXiTHO OLIHIOBATH AKTUBHICTh, HACJTIAKHA TAa KOHTPOJIb 3AXBOPIOBAHHSA Y

MAI€EHTIB 3 XPOHIYHOK KPONUB’AHKOK?

Mu pexomenayemo mnaugientam 3 XK owminoBaru | 17 >90%
AKTHBHICTHh 3aXBOPHBAHHSA, HACTIAKHA Ta KOHTPOJIb i/ KOHCEHCYCY
4yac KOKHOIO Bi3HTY.

(Ha migcTaBi KOHCEHCYCY)

SIki MeTOAHM CJIiJI BUKOPHCTOBYBATH JJIS OLIHKH AKTHBHOCTI Ta KOHTPOJIIO 32

3aXBOPIOBAHHAM Yy XBOPHX HA XPOHIYHY CIOHTAHHY KPONHMB'AAHKY?

Mu nponoHyeMo BUKOPHCTOBYBATH IIKAJAy aKTUBHOCTI | T >90%
kponuB’ssakn, UAS7, Ta mkajldy AaKTHBHOCTI KOHCEHCYCY
aHrioHaOpsiky, AAS, y mnami€eHTIiB 3 XPOHIYHOIO
CIIOHTAHHOI0 KPONUB’ IHKOIO

(Ha migcTaBi KOHCEHCYCY)

Ski MeTOAHM CJIil BUKOPUCTOBYBATH JJISI OLIHKH Ta KOHTPOJIIO SIKOCTI KUTTH Y

XBOPHMX HA XPOHIYHY CIIOHTAHHY KPONMB'AHKY?

Mu npomoHyeMo BHKOPHCTOBYBATH aHKeTy skocti| 1 >90%
JKUTTH Y XBOPUX HA XpPOHiYHY Kponus’siHky, CU-Q2oL, KOHCEHCYCY
Ta aHKETy SAKOCTI KUTTH y XBOPMX HA AHTiOHAOPHK,
AE-QoL, nasi omiHKH SIKOCTI KATTS y NALI€HTIB 3
XPOHIYHOI0 CIOHTAHHOK KPONNB’IHKOIO

(Ha migcTaBi KOHCEHCYCY)




Mu  npomoHyemMo  BHKOpPUCTOBYBaTH TecT Ha| | >90%
kponuB’ssHky, UST, 1A  OWIHKM  KOHTPO.JIO KOHCEHCYCY
3aXBOPIOBAHHA Y MALI€EHTIB 3 XPOHIYHOI0 CIIOHTAHHOIO
KPONNB’IHKOIO

(Ha migcTaBi KOHCEHCYCY)

VY xBopux Ha XIK HeoOXilHO BHU3HAYATH MOPIT MPOBOKYIOUOTO (HAKTOPIB s
OIIIHKM AaKTUBHOCTI 3axXBOpIOBaHHA. Hampwkman, KpuUTHYHA TeMIeparypa Ta dac
MIPOBOKAIIIT XOJIOA0OM MarOTh OyTH BH3HAYCHI JUISI XBOPUX HA XOJIOJOBY KPOIHUB'SHKY.
Ili moporu MO3BOJISIIOTH SIK TAIIEHTAaM, TakK 1 JIKapsAM, OIIIHUTH aKTHUBHICTh
3aXBOPIOBAHHS Ta BI/MOB1Ib HA JIIKyBaHHs [65-70].

Tabmurs 7

IIkana akruBHoCcTi KponuB’AHKUA (UAS7) 11 OMiHKHA aKTUBHOCTI

3axBoproBaHH# y namieHTiB 3 XCK

baau IMyxupi Caep0ix
0 Bincythi BincytHiit
1 Jlerki (<20 myxupis/24 ron) Jlerkuii (mpucyTHiii, ane He ApaTye abo HE
3aBaXkae)
2 [Momipri  (20-50 myxupis/24 | [lomipHuii  (HETIpHEMHUH, ajge  He
TON) TIePEIIKOKAE 3BHUYAHINA IOIEHHIHI

TisUTbHOCTI 2060 CHY)

3 Tsokki (>50 myxupis/24 ron a6o | InTeHcuBHUN  (TSOKKMHA — cBepOIK,  SIKHIA
BEJIMKI 3JIUBHI TUISTHKY | TOCTAaTHBO — 3aBaKAa€ Ta  IEPEIIKOIKAE
Ty XHUPIB) HOPMAJIbHIM MOBCAKACHHIN MIsITBHOCTI 200

cry)

Cyma 6aniB: 0-6 (KOXHOTO JHS) CYMY€ETHCS MPOTATOM THXKHS (MaKCUMaTbHO 42 0anu)

Obcmesicennsn nauiecumie 3 XIK

O6ctexennst xBopux Ha XIK moBHHHI KepyBaTucCs pPEKOMEH/IAIISIM KOHCEHCYCY
00 BU3HauYeHHs, JiarHoctuku Ta BeneHHs XIK [36]. [iarnoctuka XIK
BUKOPUCTOBY€TbCS  1isi  Bus3HadeHHs miaTtuny XIK Ta Bu3HaYeHHS mopory
npoBokytouoro (akropa [36]. OcTaHHE € BaXJIMBUM, OCKUIBKH 1€ JI03BOJISIE OI[IHUTH

AKTUBHICTh 3aXBOPIOBAHHS Ta BIANOBIAbL Ha JiKyBaHHS. [ Ouismrocti tTumiB XIK Ha



CHOTO/IH1 JIOCTYIIHI mepeBipeHi Metoau mpoBokaiii [36]. [Ipukiagamu € xonomoBa Ta
TEIUIOBA KPOIIMB’ SIHKA, IS IaTHOCTHKHU SIKAX € MOCTYIHHM MPOBOKAIIMHUN MPUCTPIN
Ha ocHOBI enemeHnTa Peltier (TempTest ®) [71], cumnTomaTuyHuii nepmorpadizm, Ais
akoro OyB pospobnenuit aepmorpadomerp (FricTest®) [72, 73], 1 BincTpoueHa
KpOTHB’STHKAa BiJl THCKY. JJI1 MIarHOCTHKH XOJIHEPTiYHOi KPOMUB'SSHKH JOCTYITHUN
rpajydoBaHUil TMPOBOKALIMHUI TECT 3 BUKOPUCTAHHAM CHEI[ialbHUX METO/IB,
HaMpUKIaa MyJIbC-KOHTPOJIbOBaHOI eproMerpii [68, 74]. XBopux 3 KOHTAKTHOIO a0o
AKBareHHOIO KPOMUB'SIHKOIO CJIiJ] OLIHIOBAaTH 3a JIOMOMOIOK BIATIOBIIHUX IMIKIPHUX
MPOBOKAIIMHUX TECTIB [36].

iaznocmuxa y oimeii

Kponup’sHka MOXke CIOCTepIiraTUCsi y BCIX BIKOBUX TpyIax, BKIOYAIOUU
HEMOBJISIT Ta JIiTel Mosoamioro Biky. He3Baxarouu Ha Te, 1o gani npo XCK y giteit Bce
1€ HEIOCTaTHI, OCTaHHI JOCHIKEHHS BKa3yloTh Ha Te, 1o nomupeHictb XIK ta XCK,
a TaKoXX OCHOBHI NMpuyuHU po3BUTKY XCK nmyxe cx0oki Ha MOLIMPEHICTh 1 NPUYUHU Y
JOPOCIIUX 3 IEIKUMH HE3HAYHUMHU BIIMIHHOCTSIMH [75-78].

OT1xe, A1arHOCTUYHI MIAXOAH JJIS AITEH MaroTh OyTH MOAIOHUMU JI0 IOPOCIIHX.

Oo6ctexenns niter 3 XCK mae 11 cami 1, mo 1y JOPOCIHX:

1) HeoOxigHO BHKIIOYUTH ajdbTEPHATHUBHI JlarHO3W 3 OCOOJIMBUM aKIIEHTOM Ha
kpiomipuH-acoiiioBani nepioauuni cumntomu (KAIIC). KATIC — ue piakicHa
XBOpOOa 3 BUCHUIIOM Y BUIJISAI KPOTUB'SHKH, IO MPOSBISETHCS B AUTHHCTBI
(79).

2) Sxuo MOXIIMBO, TOOTO 3aJ€KHO BiJ] BIKY IUTHHHU, HEOOXIJTHO OILIIHIOBATH
aKTHBHICTh 3aXBOPIOBaHHS, HACIIAKA 1 KOHTPOIh 3a JOIOMOTOI0 METOIIB
OIL[IHKH, AHAJOTIYHUX THUM, IO BHUKOPHCTOBYIOTHCS Y MOPOCIMX, XO4a CHij
3a3HAUYUTH, LI0 HA CHOTOJHI HE ICHY€ JKOJHUX JOCTOBIPHUX JJs JITEH
KOHKPETHUX 3aC001B OI[IHKH 3aXBOPIOBAHHSI.

3) HeoOxigHO BU3HAYATH TPUTEPH 3arOCTPEHHS Ta IIyKaTH MEPIIONPUYNHHU, SIKIIO
BoHM €. [litam 3 XIK cmig mpoBOAMTH aHANOrI4HI JOPOCIMM TECTH Ha

IIPOBOKAIIIIO Ta BU3HAYCHHS ITOPOTOBUX PIBHIB



BeneHHs1 XBOPHX 3 KPONMB’ AHKOIO

OcHO6HI noN0HCEHHA

1. MeToto niKyBaHHS € JIIKYBaHHSI XBOPOOHU JJO IOBHOTO Oy KaHHS.
2. Tepaneruunumii miaxia 10 XK mMoxe BKIo4aTH B cede:

a) BU3HAYCHHS Ta YCyHEHHS MEePIIONPUYNH,

B) YHUKaHHS [IPOBOKYIOUMX (PaKTOPiB

C) IHAYKIIisI TOJIEPAHTHOCTI Ta/abo

d) nikyBaHHs ¢apMakoIOTIYHUMH 3aco0aMu i 3armoOiraHHs BUBUIBHEHHIO

MeZ1aToOpiB ONACUCTUX KIITUH Ta/ab0 e(eKTiB MeAiaTopiB ONMACUCTUX KIITHH

3. JlikyBaHHS MMOBMHHO BIATOBIaTH OCHOBHUM IPUHITUIIAM JIIKyBaHHS B TOMY
o0cs31, B IKOMY 11€ HEOOX1THO, Ta SKOMOTA MEHIIIOIO KUTBKICTIO 3aco0iB. [le moxke
O3HaYaTH IMOCHJICHHS a00 MPUITMHEHHS JIIKYBaHHS B MEKaX aJITOPUTMY BEACHHS

BIIMOBITHO /10 Tepediry 3aXBOPIOBaHHS.

Uu NOBHHHO JIIKYBAHHSI MATH HA MeTi MOBHUH KOHTPOJIb CUMIITOMIB

KPONUB'AHKU?

Mu pexkoMeHIYEMO MATH 32 MeTYy NOCATHEHHS
NMOBHOI0 KOHTPOJII0 CUMIITOMIB KPONUB’ THKH,
" >90% KOHCEHCYCY
MAaKCHUMAJIbHO BPaXOBYIOUM 0e3IeKy Ta fIKiCTh

KUTTH KOKHOI'0 OKPEMOIo lIaIIiCHTa

Busaeénenna ma ycynemna nepuionpuuunu ma YHUKHEHHA MPUSEPHUX
¢axmopis

JUIsl yCyHEHHs NEPIIONPUYNHNA TOYHUHI J1arHO3 € OCHOBHOIO NEPENYMOBOIO. Y
OLTBIIOCTI BUIAJKIB BHU3HauCHHS mnpuunHM B XK € CKIamHOM0, HaIpUKIA,
1H(pEKIiHHI 3aXBOPIOBAHHS MOXYTh OyTH MPUYMHOI, OOTSKYHO4UM (pakTopoM abo

30BCIM HE MOB'SI3aHI 3 JaHOK CHUTyall€r. €IMHUM JOCTOBIPHUM MIATBEPIKEHHIM



TOTO, IO MiJO3PIOBAHUN areHT € MPUYNHOI0 a00 TPUTEPOM, € 3HUKHEHHS CUMITTOMIB
MiCTIst PUNUHEHHS A11 (haKTopa Ta MOBEPHEHHS CUMIITOMIB TICJISl TIOBTOPHOTO BILUIMBY
IIpU MPOBEJICHH] MOABIMHOTO CINMOT0 IpOBOKaIiiHOro Tecty. CIIOHTaHHA peMicis
KPOTNIUB'SHKA MOXE BHHHUKATH y OyIb-IKWUW 4Yac, YCYHEHHS NPHUYUHU ab0 Tpurepa
MO>KE€ TAKOXK B1/10yBaTUCS OTHOYACHO.

JMikapcoxi 3acobu. SIkmo € mnigo3pa, IO TMpenapard MOTipHIyloTh abo
CIPUYUHIOIOTh CUMIITOMH, X HEOOX1THO MOBHICTIO BIJIMIHUTH 200 3aMIHUTH 1HIIUM
KJIACOM TIperapariB, SKILIO iX NpuoitM € 000Ba3koBUM. [Ipenaparu, siki CHPUYUHIOIOTh
HeaJlepriyHl peakiii rinepuyTiuBocTi (Hampukian, HII3IT) mMoxyTh He TUIbKHU
MPOBOKYBaTH, ajie Takox mnoripuryBatu icHytoui cumntomu XCK (80), tak mo ix
BIMIHA B OCTAaHHbOMY BHUIIAJKy MPHU3BEIE TUIBKK 10 MOKPAIIEHHS CHUMIITOMIB Y

JEIKUX IAI[I€HTIB.

Un pekoMeHAYEThCS MALIEHTAM 3 XPOHIYHOIO CIIOHTAHHOI0 KPONUB'ATHKOI0
NPUNUHATH MPUIIOM JIiKIB, 10 HMOBIPHO NOTipIIYIOTH nepedir

3aXBOPIOBAHHA?

Mu pexkomMeHAYEMO NOPAAUTH NALIEHTAM 3 0 >90% KoHCEHCYCY
XPOHIYHOK)  KPONUB’SIHKOKW)  NPHUINHMHUTH
NpuiioM JiKiB, sIKi WMOBIPHO NOTIpPIIYIOTH
nepedir 3axBopoBanus, Hanpukiaaa, HIT3II

(Ha migcTaBi KOHCEHCYCY)

Di3uuni noopazHuku. YHUKHEHHs (QI3UYHUX MOAPa3HUKIB /i JikyBaHHS XIK
€ OakaHuM, ajie JAOCITTH HOro, B OCHOBHOMY, JAyKe BaxKo. JleranbHa 1HpOpMaLis
PO BJIACTHBOCTI BIJIMOBIHOTO TOJpPa3HUKA IMOBHHHA 3DOOUTH TAIliEHTA JOCTATHHO
00I13HAaHUM [JIsl TOro, 100 BMITHM BHU3HA4YaTH 1 KOHTPOJIIOBAaTH BIUIMB (akTopa B
MOBCSAKICHHOMY JKHUTTI. Tak, HAPUKJIIAJ, Y BHUIAJAKY BiJICTPOYCHOI KPOMUB’ THKHU BiJ
TUCKY Ta CHUMOTOMATUYHOrO JepMorpadizMy BaKJIMBO BIJ3HAYUTH, L0 THUCK
BU3HAYAETHCS SIK CIHIBBIHOIICHHS CUJIM J0 TUTOLII IUISHKH, 1 10 TIPOCTI 3aX0/1, TaKl

K PO3MIUPEHHS PYYKH BaXKUX CYMOK Yy BHUIIQJKy BIACTPOYEHOT KPOMHB'SHKH BiJl



TUCKY a00 3MEHILEHHS TEPTd y BUNAJKy CHUMITOMAaTHYHOro JAepMorpadizmy, Moxe
OyTH KOpHCHHUM JyIsi npodinakTuku cuMmntomiB. [lomiOHI MipKyBaHHS CTOCYIOTHCS
XOJIOZIOBOI KPOMUB'SHKH, JI€ CJiJ MaM'siTaTH MPO BIUIUB KOE(DILIEHTY OXOJOHKCHHS
BITPOM MpU XOJIONHOMY BITpl. J[JIsI COHSAYHOI KpPONMUB'SHKM TOYHE BU3HAYCHHS
Jiana3oHy BHSBJICHOI JOBKHHHM XBHJI MOXE OYTH BaXJIMBHM JISl BIJIOBIJIHOTO
BUOOPY COHIIE3aXMCHUX KpeMiB abo jyisi BuOopy jgamn 3 YD-A-diunstpom. [Ipore y
0ararbOX MAIlI€HTIB, MOPIT BIAMOBIMHOTO ()I3UUHOTO TpUTEepa € HU3bKHUM, 1 MOBHE
YHUKHEHHSI CHUMITOMIB € TPAaKTUYHO HEMOXJIMBUM. Harmpuknan, TsSKKUid
CUMIITOMAaTUYHUM AepMorpadizm 1Hoal mryTaroTh 3 XCK, OCKIJIbKHM, MOXKE 37aBaTHCH,
0 MyXUpl BHUHUKAIOTH CIOHTAHHO, a HACIpPaBll BOHU PO3BUBAIOTHCS Ha JIaHUX
JISTHKaX BHACHIAOK TEPTA HABITh MPOCTOPUM OJSTOM a0O0 BHACIIIIOK HEHABMHCHOI
JIETKOI OAPSAIUHMU.

Epaouxayia ingexyiiinux acenmie ma nikysanus 3ananbuux npoyecis. Ha
Biaminy Bia XIK, yacto noimomisierses, mo XCK noB's3aHa 3 pi3HUMU 3analbHUMU
a00 1H(QEKUIHHUMU 3aXBOPIOBAHHAMU. Y JCSIKUX BHI3JKaX 1X BIUIMB BBaXKAETHCS
3HAYHUM, OJIHAK JEsKl JOCIHIJKEHHS JAEMOHCTPYIOTh CYIEpEuSMBl pe3ylbTard Ta
MalOTh METOMOJIOT1uH1 HeAoMiKU. [HeKii BKIo4aTh Taki, sk iH(EKIil IUTyHKOBO-
KHIIKOBOTO TpakTy (Taki Ak iHdekuis H. pylori) abo 6axrepianbhi iHexii JIOP-
opratiB [81] (HaBITh SIKIIO 3B’A30K 3 KPOIHUB’SIHKOIO HE € JOBEJAEHUM Y KOHKPETHOTI'O
Mall€HTa Ta 3T1IHO METaaHall3y MaeMO 3arajJlbHUil HU3bKUHA PIBEHb JOKA30BOCTI
epaaukaiiiinoi Tepanii [81], H.pylori cnia eniMiHyBaTH, OCKUIBKH BIH Ma€ 3B'SI30K 3
pakoM nutyHka [82]). KumkoBi mapa3zutu — piakicHa MoxiuBa npuunHa XCK y
PO3BUHEHHMX IPOMHCIOBUX KpaiHaX — MOBHHHI OyTH eNiMIHOBaHI MPH HasBHOCTI
nokazanb [81, 83]. ¥V MHHYIOMY KHMIIKOBHI KaHIMI03 BBAXKABCS IYXKE BAKJIMBOIO
nepmonpuynHoo XCK [81], omnak OumpIn mi3HI pe3yabTaTd HE MIATBEPIKYIOThH
cyTTeBOi pomi nporo 30ymHuka [84]. OkpiM iHPEKIIHHUX 3aXBOPIOBaHb, XPOHIYHI
3anajgbHl Mpolecy, 0OyMOBJIEH! PI3HOMAHITHUMH IHIIMMHU 3aXBOPIOBAHHAMH, OyiIu
BHU3HAUYEHI SIK Ti, IO MOTEHIIHHO MOXKyTh iHimitoBatu XCK. Ile ocobmmBo crocyeThes
racTputy, pedurokc-e3odarity abo 3amajeHHs >KOBYHMX MPOTOKIB YU IKOBUHOTO

Mmixypa [85, 86]. IIpore, moai6HO A0 1H(MEKIIHHUX XBOPOO, CKIAHO BU3HAYUTH, YU €



AKICh 3 HUX BaxuiMBUMH npuurHamu XCK, ane iX cmij nikyBaTv, OCKUIBKU Oararo 3
HUX TaKOX MOXYTh OyTH MOB's3aH1 3 PO3BUTKOM 3JI0SKICHUX HOBOY TBOPEHb.

3Huswcenns gizuunoco ma emoyilinoco cmpecy. Xoda MEXaHI3MH 3arOCTPEHHS,
00yMOBJIEHOTO CTPECOM, HEIOCTAaTHHO BHWBUCHI, JEAKI JaHI CBiI4aTh MpO Te€, IO
AKTHBHICTH 1 TSOKKICTh 3aXBOPIOBAHHS CIIBBIIHOCATHCS 13 piBHAMU cTpecy [87]. Lle
CTOCYEThCSI €MOLIIMHOTO CTPECy, a TaKoX (PI3MUHOrO HABAHTAXKECHHSI, SIKE B JICSIKUX
MAIi€HTIB MOXKe MaTH 3HAYHWUU BIUIUB HAa PO3BUTOK CHMIITOMIB, HANPUKIAM, MPHU
XOJIHEepTivyHiN KponuB'sHIli [88].

3Hudwcenns @yHKYyioOHanbHUX aymoanmumis. [Tpsme 3HIDKEHHS
(GYHKITIOHATBHUX ayTOAHTHUTLI 32 IOMTOMOTOI0 IIazMadepesy Mae TUMYacOBHUM e(eKT
y JEeSKUX TAILI€HTIB 3 TSHKKUMU ypakeHHsAMU [89]. Uepes oOmexeHuit MOCBIT 1
BHCOKI BUTparH L0 TEpamil0 MOKHA 3alpPOIOHYBaTH ayTOAHTUTLIO-IIO3UTUBHUM
xBopuM Ha XCK, sKi HE BIAMOBIAAIOTH Ha BCI 1HII BUIAM JIIKYBaHHSI.

Jiemuune xapuysanusa. 1gE-omocepeaxoBaHa XapuoBa ajieprisi HaJI3BUYAWHO
piako € ocHoBHO npuunHo XCK [90, 91]. Skmio ii miaTBEpaAKEHO, TO KOHKPETHI
XapyoBl aJiepreHd TOBHHHI OyTHM MaKCHMMajlbHO BHUKIIOUEHI 3 pallioHy, IO
MPU3BOJIUTH 1O peMicii MeHie HiXK 3a 24 roaunu. Y geakux xBopux Ha XCK
CIIOCTEpirajgy TICEBIOANIEPTIUHI peakiii (peakiii MiIBHUINEHOT YyTIWBOCTI, HE
noB's3anl 3 IgE) no mpuponHux XapyoBHUX IHTPEAIEHTIB Ta B JESKUX BUIAAKAX [0
xapuoBux 100aBok [90-95]. EdexTuBHICT mieTn 6€3 mceBAOaNepPreHiB, M0 MICTHTH
JIUIIE HU3bKUM PIBEHb MPUPOJHIX 1 MITYYHUX ICEBAOAIEPIeHIB, Oyiia mepeBipeHa B
pi3HMX KpaiHax [96], a Takox Ai€Ta 3 HU3bKUM BMICTOM TICTaMiHY MOXKE MOKPAILUTH
cuMnTOMH y X namieHtiB [97]. Lli aieTu € cynepewInBUMU 1 111€ HE MiITBEP/KEHI B
no0pe CIUTAaHOBAaHMX MOABIMHUX CIIMUX IUIAe00-KOHTPOILOBAHUX JIOCIIKEHHSX.
[Ipore, mpu TpwW3HAYCHHI, SIK TPABWJIO, iX HEOOXiMHO JAOTPUMYBATHUCS TPOTATOM
MiHIMYM 2-3 THXKHIB JIO TOTO, SIK OyQyTh CHOCTEpIraTucs CHPHUSTIMBI HACIIIKH.
OpHak ci1iJl 3a3Ha4UTH, II0 TaKUW BUJI JIIKYBaHHS TOTPeOy€e KOHTAKTHUX MAIIEHTIB, 1
MOKa3HUKHU YCIIXY MOXYTh ICTOTHO BIAPI3HATUCS 4Y€pe3 perioHasibHI BIAMIHHOCTI B

XapyoOBUX Ta JIETMYHMX 3BHUYKaxX. HeoOXiHI T0AATKOBI OCIIKEHHS MI0/0 BIUIUBY



HaTypaJlbHUX Ta IUTYYHUX IHCPEIIEHTIB XapyOBUX IPOAYKTIB HAa BUHUKHEHHS
KpPOIUB'STHKHU.

Inodykuyia monepanmnocmi

[Haykuist TomepaHTHOCTI Moe OyTH KOPHUCHOIO TMpH ACSIKUX MiATHIaX
KponuB'sHkU. [IpukiagamMu € xX010710Ba KPONMUB'AHKA, XOJIHEPTiuHA KPOMUB'SIHKA Ta
COHS'YHA KPOMUB'SHKA, JI€ JOBEJICHO, 110 HaBITh Tepamis 13 3acToCyBaHHSIM YD-A
oyna edextuBHOIO TipoTsaroM 3 mHiB [98]. IIpoTe iHayKOBaHA TONEPAHTHICTH TPUBAE
JIUIIE KIJIbKa JTHIB, OTKE HEOOX1IHUM € MOCTIMHUHN IIOJACHHHUI BIJIUB MOAPAa3HUKA Ha
MoporoBomy piBHi. Ha npoBeaeHHs 1HIYKIII1 TOJIEPAHTHOCTI YaCTO HE MOTOKYIOThCS
namieHTd. Hampuknaa, mpu XoJgo00BiH KPOMMB'SHIN JUIsI 1IBOTO MOTPIOHI IIOACHHI
XOJIOJTH1 BAaHHU/TY1II.

Cumnmomamuune papmaxonoziune 1iKyeanHs

OcHOBHUM TPUHIMIIOM (apMaKOJIOTIYHOTO JIIKYBaHHS € T€, 110 HOTO METOIO €
MOBHE MOJIETIIEHHSI CUMNTOMIB. [HIIMM 3arajbHUM NPUHLMIIOM (apMakoTepanii €
BUKOPUCTAHHS B TOMY 00CS3i, B SIKOMY HEOOXiZHO, T4 OJHOYACHO 3a JIOTIOMOTOIO
SKOMOT'a MEHIIOi KUIBKOCTI mpemnapariB. TakuM YHHOM, KUJIBKICTh Ta BHOIp
npernapariB MOXe 3MIHIOBATHUCS BIJTHOCHO Mepediry 3aXBOPIOBAHHS.

OCHOBHUM 3aBJaHHSAM Teparii, CIPSIMOBAHOI HA TOJETIICHHS CHUMIITOMIB, €
3MEHILIEHHS BIUIUBY MEAIaToOpiB TyYHHUX KJITHH, TakuX Ak rictramid, @AT Ta iH. Ha
opraHu-MinieHi. barato cuMnToMiB KpONUB'SIHKM TOB’si3aH1 B MEPIILY Yepry 3 1€l
ricraminy Ha Hi-perientopu, po3TaioBaHi Ha eHAOTENIATLHUX KIITHHAX (ITyXHUpi) Ta
Ha YyTJIMBUX HepBax (HEeHporeHHa eputema Ta cBepOiK). Takum umHOM, Oe3nepepBHa
Teparisi aHTUTICTAMIHHUMH TIperapaTaMyd Ma€ BeTWYe3HE 3HAYCHHS MPU JTIKyBaHHI
KpONUB'SSHKU (AaH1 Mpo OE3MeKy CBiAYaTh HAa KOPHUCTh MOMJIMBOCTI iX MOCTIHHOTO
3aCTOCYBaHHs  IPOTArOM  JIEKUIBKOX  POKiB).  be3mepepBHE  3acTOCyBaHHS
anTictaminanx npenapatiB npu XCK miaTpumyerbcs HE TUIBKH pe3yJabTaTamu
KINHIYHUX  gociimpkeds [99, 100], ane Takok MexaHI3MOM [T IHMX JIIKAPChKHUX
3aco0iB, a camMe THUM, IO BOHH € 3BOPOTHUMH aroHICTaMu 3 TIEPEBAXKHOIO
criopigHeHicTio 10 Hi-perentopiB rictaMiHy B HEAKTUBHOMY CTaHi 1 CTaOUII3YIOTh iX

y 11l KoHQopMalii, 3MILYI04H PIBHOBAry 10 HEAKTUBHOTO CTaHY.



[IpoTe MOXKyTh OyTH TaKOX 3aJIydeHi 1HII MeaiaTopu onacuctux KiIiTuH (DAT,
JEHKOTPIEHU, MUTOKIHM), @ TaKOXK BUPKEHUW KIITUHHUM 1H(IIBTpAT, M0 BKIIOYAE
6azodinm, mimdorutu Ta eozunodum [101]. B Takomy Bumaaky y maimieHTa MOXHa
OTpUMAaTH IOBHY BIJIOBIJIb HAa 3aCTOCYBaHHS KOPOTKOINO KypCy KOPTHKOCTEPOiiB,
Ipyd [BOMY CTaH Oyjae 3ajumiaTucs BIIHOCHO CTIHKMM [0 aHTHTiCTaMIHHHX
Mpenaparis.

i 3aranpHi TpUHOKNHN 070 (hapMaKoTeparnii CTOCYIOThCS BCIX (opM TocTpoi
Ta XPOHIYHOI KPONUB'SHKU. PI3HUII MK CIIOHTaHHOIO KponuB'sHKOI0 Ta XIK Tum He
MEHIIE B TOMY, IO MOpU JAesIKUX ¢opMax (Pi3UyHOI KPOMUB'SIHKH, HANPUKIAI,
XOJIOIOBIH, 3aMiCTh O€3MepepBHOTO JIKYBaHHS CIiJI TPU3HAUYMTH JIIKYBaHHS 3a
notrpe6oro. OcobauBO, SKIIO MAlIEHT 3HAE MPO 3alUIAHOBAHWI BIUIMB TPUTEPHOTO
¢dakTopa, Takuii K BIUIMB XOJOAYy IPH IUIABAHHI BIITKY, IPUAOMY aHTHUT1CTaMIHHOTO
npenapary 3a 2 TOANHH JI0 aKTUBHOCT1 MOXke OyTH JJOCTarHbO.

AHTUTICTaMIHHI TMpenaparu € AOCTYINHUMHU MJid JIIKYBaHHS KpPOIUB'SHKU 3
1950-x pokiB. AHTHUrICTaMIHHI MpenapaTd NEPLIOrO IMOKOJIIHHS MarTh SICKPaBO
BUpa)XE€H1 aHTUXOJIIHEPTriuHI €()EeKTH Ta CeJaTHBHI pPeakilii Ha LeHTPaIbHy HEPBOBY
cucremy (IIHC) ta 6arato B3aemoziii 3 ankorojem Ta mpenaparamu, U0 BIUTMBAIOTh
Ha [[HC, Takumu sk aHAJIBI€TUKH, CHO1MHI 3aC00M, CETaTUBHI 3aCO0M Ta Ipemnapary,
110 MiABUINYIOTh HACTPid. BOHM TakoX MOXYTh MepemkoKaTi (a3i MBUAKOTO CHY
(®UIC) 1 BruMBaTM HAa HaBYaHHS Ta MPOAYKTUBHICTH. LI mopyieHHs 0coOIuMBO
BRXJIMBO BpPAaXOBYBaTH MijJ Yac BHUKOHAHHS OararboX 3aBJaHb OJIHOYACHO Ta
BUKOHAHHS CKJIJJHUX CEHCOMOTOPHHMX 3aBJaHb, TAKUX SK BOMIHHSA. Y JOKYMEHTI
GA’LEN [102] diTKO pPEKOMEHIY€ThCS HE BHKOPHCTOBYBATH AaHTHTiCTAMIiHHI
npernapaTyd MepIIoro IMOKOMIHHS I JIIKYBaHHS ayeprii K y JOpOCIHX, TakK 1
ocobnuBo y nitedl. [{ro Touky 30py noauisitoTh kiaiHiuHI pekomenaainii BOO3 3 ARIA
[103]. Ha miacTaBi MOCTOBIpHMX JAHUX MPO MOXKIMBI CEPHO3HI MOOIYHI e€PeKTH
«CTapux» CENaTUBHHUX AaHTUTICTAaMIHHMX InpenapariB  (MOBIIOMIISIETBCS PO
CMEpTENbHI NEpeo3yBaHHs), MU PEKOMEHJYEMO HE 3aCTOCOBYBAaTHU III CEIATHUBHI
aHTUTICTaMiHHI TIpenapaTtu s maHoBoro JikyBaHHsS XCK sik mipemapariB nepioi

JHIi, 32 BUHSATKOM JI€SKHX PET1OHIB CBITY, € Cy4acH1 aHTUTICTaMIHHI IpenapaTu 2-



ro MOKOJIHHSA HenoCTymHi. [10614H1 eeKTH Mepioro MoKoJIHHS AHTUTICTAMIHHUX
MIpenapariB HaAubIbule BUPANCEHT Y NPOMEMA3UHY, OUeeH2IOpaMiny, KemomigeHny ma
xnopgenaminy 1 € 3po3yMiTuMu. BoHU NpOHUKAIOTH 4yepe3 TremMarocHiedaiaHuit
Oap'ep, 3B's3ytothess 3 Hj-pememropamum B [IHC 1 mepemkomkaroTh il
HelipomeaiaTopHoro e(dekTy TictaMmiHy. 3a JIOMOMOrol IO3UTPOHHO-EMICIHHOT
tomorpadii (ITET) noBeaeHo ix NPOHUKHEHHS B FOJOBHUIA MO30K JIFOIUHU, BHACIIJIOK
yoro OnokyBanHsi H;-peuentopiB IIHC moxxe Oytu 6e3mocepeqHbO MOB'sS3aHE 3
BriiBoM Ha ¢yHnkitiro [THC [104].

P03BHUTOK CydyacHHUX aHTUTICTaMIHHUX IpenapariB JIPyroro MOKOJIHHS IMPHU3BIB
70 TIOSIBU JIIKAPCHKUX 3ac00iB, SKI MalOTh MiHIMAJIbHUNA a00 HE MarOTh 30BCIM
ceqaTuBHOTO €(eKTy 1 He MawTh aHTuUXodiHepriunux edekriB. [Ipore aBa 3
MOTIEPEIHIX MpenapaTiB 2-ro MOKOMIHHS, acTeMi301 1 TepdeHaauH, sKi, mo cyTi, Oyau
MPOJIIKAMHM, 110 BHMAarajm MeTa0oJli3My B TEYiHI JUIS 1X MOBHOI aKTHBAIlii, Malin
KapJ1OTOKCUYHI eeKkTH, Ko iX MeTadoni3M OyB 3a0J0KOBAaHUM MPU OJHOYACHOMY
BBeJcHHI 1HTIOITOpiB 130epmenty 1uToxpomy P450 (CYP) 3A4, rtakux sk
KeTOKOHa30/1 abo eputpominuH. i ABa mpenaparu OubIIe HE JOCTYIHI B OIBIIIOCTI
KpaiH, 1 MU PEKOMEHYEMO iX HE BUKOPHUCTOBYBATH.

[Tomanemuii mporpec y ramxysi O6e3neku npemnapariB OyB JOCATHYTHI TPOTSATOM
OCTaHHIX KUIbKOX [JECATUJITh 3 BEJMKOK KUIBKICTIO HOBITHIX Cy4YacHHUX
AHTUTICTAMIHHUX TMpemnapariB apyroro nokoiiHHa [104]. He Bci aHTurictamizHi
npenaparu OyJu crieriaabHO IPOTECTOBAaH1 JIsl JIIKYBaHHS KPOIMB'THKH, ajie ICHYIOTh
YUCJICHHI KJIHIYHI JOCHIJPKEHHS HECENaTUBHMX aHTUTICTAMIHHHMX IMpernaparis,
HaNpUKIaJ LEeTUPU3UHY, Je3jlopaTaauHy, (ekcodeHaanHy, JEeBOLUETUPU3UHY,
JoparajiuHy, e0acTuHy, pymnaraguHy Ta OinactuHy. CydacHi aHTHUTICTaMiHHI
mpernaparu JAPYroro MOKONIHHS CHiJl PO3MIAJATH SIK CHUMITOMAaTHYHE JIKyBaHHS
MepIIoi JIiHIi KPONHB’SIHKA y 3B'S3KY 3 iXxHIM mpodinem Oesnexwn. [Ipore cyuacHi,
no0pe opraHi3oBaHi KJIHIYHI JOCHIIJKEHHS, B AKUX OM MOPIBHIOBAJIN €(EKTUBHICTD
Ta 0e3MeKy Cy4aCHMX aHTUTICTAMIHHUX MpernapariB 2-ro MOKOIIHHS, B OCHOBHOMY,

BIJICYTHI.

Yu € nepeBara y npu3Ha4eHHi AHTUTICTAMIHHMX MPeNapariB 2-ro NOKOJiHHS




MPOTH AHTUTICTAMIHHMX NpenapariB 1-ro MOKOJIiHHSA A5l JJIKYBAHHS XPOHIYHOL

KPONUB'SIHKU?

Mu mnponmoHyeMO BHKOPHCTAHHSI aHTHUTicTamiHHumx | 11 >90%
npenapariB 2-ro NOKOJIHHSI Ta He PEKOMEHIYEMO KOHCEHCYCY
aHTUricTamMiHHI npenmapatd 1-ro NOKOJIHHA IS
JIKYBaHHSI XPOHIYHOI KPONUB’IHKH

(Ha migcTaBi 10KAa3iB Ta KOHCEHCYCY)

Yu noTpiOHO BUKOPUCTOBYBATH CYYACHI AHTUTICTAMIHHI IMpenaparu 2-ro

MOKOJIHHS SIK Tepamilo KPONUB'SAHKHU NMepuioi JiHii?

Mu pexomeHayeMO aHTHricTamiHuHi mpemapatu 2-ro| 11 >90%
NMOKOJIIHHAI B SIKOCTI Tepamii mepuioi JiiHil XpOHi4HOL KOHCEHCYCY
KPONMB’IHKH

(Ha migcrTaBi I0Ka3iB Ta KOHCEHCYCY)

ITamieHTaM 3 XpOHIYHOKO KPONUB'SIHKOI MOTPIOHO NPUIMATH CYy4YacCHI

AHTUTICTAMIHHI mMpenapaTu 2-ro NOKOJIHHS PeryJsipHo a60 mpu HeoOXiTHOCTI?

Mu NMPOMOHYEMO peryJsipHui npuiiom | T >90%
AHTUTICTAMIHHUX mpenapariB 2-ro NOKOJIHHA sl KOHCEHCYCY
JIKYBAHHS NALIEHTIB 3 XPOHIYHOI0 KPONUB’AHKOIO

(Ha migcrTaBi I0Ka3iB Ta KOHCEHCYCY)

Yu noTpiOHO 3aCTOCOBYBATH 2 AHTUTICTAMIHHMX MpeNnapaTu 2-ro MOKOJIHHS

OTHOYACHO?
Mu He peKOMeHIYEMO OJHOYACHe BHUKoOpucTaHHs | 11 >90%
pisnux Hl-anTHricramiHHuX npenaparis KOHCEHCYCY

(Ha migcTaBi KOHCEHCYCY)

[cHyrOTh HOCHIDKEHHS, K1 JAEMOHCTPYIOTh IepeBaru OuJIbIl BHUCOKHUX 03
AQHTUTICTAMIHHHUX IIpernapariB 2-To MOKOJIHHSA B Okpemux mamieHTiB [105-107], sxi
M1ATBEP/KYIOTh TOMEPEIHI JTOCHIDKCHHS, SKI MPUUILIM IO TaKOTO ) BHCHOBKY 3
BUKOPUCTAHHSIM aHTUTICTaMIHHUX 3aco0iB mnepmioro nokoiinus [108, 109]. Lle

IIJITBEP/KEHO B JOCITIKCHHSAX, B SKMX BHUKOPHUCTOBYIOTH 30UIBIIIEHHS 103U 10 4



pas3iB, HIXK PEKOMEHJI0BaH1 JO3U O11acTUHY, LETUPU3UHY, Ae3J0oparajuHy, e0acTUHY,
dekcodenaniny, ieBoleTupu3nHy Ta pynaraginy [105, 106, 110-113].

Takum ymHOM, I JOCTIIKEHHS JIEMOHCTPYIOTh, IO TEpeBa)kHA OlIBIIICTD
XBOPHUX 3 KPOIMB'SIHKOIO, sIKa HE BIAIOBiAAa€ Ha JIKyBaHHSA CTaHJAPTHUMH 03aMH,
OTpUMYy€ KOPUCTh Bia 30UIbIIEHHS JO3W aHTHUTICTaMIHHUX TmpemnapariB. CydacHi
aHTUTICTaMIHHI ~ Openapatd  2-ro0  TOKOJIHHA B JIUEH30BaHUX 033X
BUKOPHUCTOBYIOTBHCS JUIsl JIIKYBaHHSI KpOIMB’ THKU MEPIIO] JIiHI1, @ B 30UTbIIEHUX J103aX

— JUTs1 JTIKyBaHHSI ApYyTOi JiHIT (puc.2).

Yu € 30i1bIIeHHS 103U CYyYaCHUX aHTUTICTAMIHHHX NpenapariB APyroro
MOKOJIIHHS 10 YOTUPUKPATHOTO KOPUCHHUM i HaliKpamuM 3a BCi iHIII BUAU

JIKYBAHHSI KPONIMB'SIHKH (Apyra JiiHis JiKyBaHH#A)?

Mu MPOIOHY€EMO 30iJIbIIYBATH i (13 %
AHTUTICTAMIHHUX NMPenapariB 2-ro NOKOJiHHA Y
4 pa3u y mami€HTIB 3 XPOHIYHOI KPONMB'SIHKOIO
) 1 >90% KoHCeHCyCy
Nnpu BiACyTHOCTI edekTty Bin ix mnpuiiomy B
CepeaHix 103ax.

(Ha migcTaBi 70Ka3iB i Ha miAcTaBi KOHCEHCYCY)

IIpu BiZcyTHOCTI MOKpaAIIEeHHS CTAHY YU CJIiJl 32CTOCOBYBATH /103y
AHTUTICTAMIHHUX NPENapariB 2-ro NOKOJiHHA, 30i1b1IeHy OinblIe, HIK Yy 4

pasu?

Mu PEeKOMEeHYyEMO He 3aCTOCOBYBATH
aHTHUIiCTaMIHHI mpenapard B [103i, BUIIiA 3a 4
T | >90% koHCEHCyCY
CTAHAAPTHHX 03U, IPU XPOHIYHII KPONMUB'AHIII.

(Ha migcTaBi KOHCEHCYCY)

Ilooanvwi mepanesmuyni moxcaueocmi 01,1 nayicumis, peppaxmeprux 0o
JIKYGAHHA AHMUICMAMIHHUMU RPpenapamamu

byno noseneno, mo omamizymadb (antu-IgE) € nyxe edextuBHUM Ta
oesnmeunnm s gikyBaHHS  XCK  [114-119]. Owmanizymad TakoX BHSIBUBCS

epextuBHUM y xBopux 3 XIK [120, 121], BKItOUarOud XONIHEPTIYHY KPOIHUB'STHKY



[122], xononmoBy kponus'sHkKy [70, 123], consuHy kponus'sHKy [124], TemnoBy
KponuB'sHKY [125], cumnromarnunmii gepmorpadism [69, 126], a Takox BiACTpOUCHY
KponuB'sHKy Bia Tucky [127]. ¥V xBopux Ha XCK omaaizymalb 3amo0irae po3BUTKY
aHrioHaOpsiky [128], moMiTHO mokpaurye SIKICTh XUTTA [8, 129], migxoauTs s
tpuBasnoro jikyBaHHs [130] 1 epexkTUBHO JKy€e penuIuB MICJIsS BIAMIHU Tperapary
[130, 131]. Jns mikyBanust XK omanizymad edexkruBHuil B go3ax Big 150 go 300 mr
Ha Micsaub. Jlo3yBaHHs He 3anexuTh BiJ 3araibHoro IgE cupoBatku [132].
PexomennmoBana mo3a mna JjikyBaHHS XCK — 300 Mr KoXHI YOTHUPH THXKHI.

JlineH30BaH1 1034 Ta TPUBANICTb JIIKYBaHHS B PI3HUX KpaiHaX BIJIPI3HAIOTHCS.

Yu € omasizymad KOPUCHUM B SIKOCTI JONOBHEHHS JI0 JIIKYBAHHSA y NAII€HTIB,
SIKi He BiANOBIAAI0Th HA JIIKYBAHHS BUCOKHMMH 103aMHU AHTUTiCTAMIHHUX

npenaparis (B SAKOCTi TPeTbOI JIHII JJIKyBAHHS KPONIMB'SATHKH)?

Mu pexkOMeHAYEMO [0AaBaTH OMAJIZymMad* aJd
JikyBaHHs nmamieHTiB 3 XK, siki He BiamoBigaTh
Ha JIIKyBAaHHSl aHTUTICTAMIHHMMH NpenaparamMu 2-
r0 MOKOJIIHHSA. 1 | >90% koHCEHCYCY
(Ha migcTaBi 70Ka3iB i Ha miAcTaBi KOHCEHCYCY)

*B paHmii 4yac JileH30BaHUW sl JIIKyBaHHS

KPONMB'SIHKHU

[uknocnopud A TakoX Ma€ MOMIPHHM, MpSIMUNA BIUIMB HAa BHUBUIbHEHHS
meniatopa omacuctux kmituH [133, 134]. EdextuBnicts nukiocnmopuny A y
KOMOIHAIIIT 3 CyJaCHUMHU aHTUTICTaMIHHUMU TIpernapaTaMu 2-TO MOKOJIIHHS MOKa3aHa
B IUIale00-KOHTPOJIbOBAHUX JOchikeHHsIX [135-137], a TakoX y BIIKPUTHX
KOHTpOJIboBaHUX gociikeHHsx [138] y xBopux Ha XCK, ogHak el mpenapar He
MOKe OyTH PEKOMEHIOBAaHUH SIK CTaHIAPTHE JIIKYBaHHS uepe3 OUIbIIl BUCOKY YACTOTY
no6iyHux edextiB [136]. [lukmocnopun A 3arajioM He MOKa3aHUW IS JIKyBaHHS
KPONUB'SHKA 1 PEKOMEHIYETbCS JIMIIE TMalll€HTaM 3 TSKKUM 3aXBOPIOBAHHSM,

PE3UCTEHTHHUM /0 OyAb-SKHX /103 aHTUTICTAMIHHUX Ta iX KOMOIHAIIIi 3 OMaIi3yMaOoM.



[Ipore nuknocnopud A mae Habararo Kpaile CHiBBIAHOIIEHHS PU3HUKY Ta KOPUCTI B

MOPIBHSHHI 3 IOBFOCTPOKOBHUM BUKOPHUCTAHHSIM CTEPOIIiB.

Un € UMKJIOCHOPHMH KOPHMCHHM B SIKOCTi JONMOBHEHHSI /10 JIKYBAaHHSl Yy
namieHTiB, sIKi He BiAMoOBiAalOTL Ha JIKYBaHHSI BHMCOKMMH [103aMH
AHTUTICTAMIHHUX mpenapariB (B SIKOCTI TpeTbol JIiHiI  JIIKyBaHHS

KPONUB'SIHKHU)?

Mu npomoHyeEMO A0AATH HUKJIOCIIOPUH A
hi (1) JIKyBaHHS MamicHTIB 3 XK,
HEYYTJIHUBHX 0 AHTHUriCTAMIHHUX
1 >90% koHCeHcycy >
npenaparib 2-ro nmoKoJiHHA.

(ma migcraBi Joka3iB I Ha miacrasi

KOHCEHCYCY)

Komenmap aemopis: ax noxazano 6 aneopummi 6e0eHHst X0pux, po3podienozo Ha
niocmasi KoHceHcycy (puc. 2), 3a aKuil npo2oaocy8anu nizHiue, 6yio supiuero, uo
omanizymad cnio npusHavamu nepeo YuKIoCNopunom A, OCKiTbKU OCMAHHIU He
JYEeH308aHULL OJisl BUKOPUCTNAHHA ) X80PUX HA KPONUB'SAHKY | MA€ HUMCUUL NPOQDinb

Oe3nexu.

Hesiki nonepenni PKJI omiHuiau BUKOPUCTaHHS aHTAroHICTIB JIEUKOTPIEHOBUX
peuenTopiB. JlOCHIJUKEHHS Ba)KKO [OPIBHIOBAaTH 4Yepe3 Pi3HI  JOCIIIKYBaHI
MOMYJIALI, HAIPUKJIIAJI, BKIIOYCHHS JIMIIC MAIEHTIB 13 HEMEPEHOCUMICTIO acIipyuHy
Ta Xap4yoBUX J00aBOK a0o BukIOYEHHA ASST-MO3UTHBHUX IMAI[IEHTIB. 3arajioM
pPiBEHb JI0Ka30BOCTI €(EKTHBHOCTI AHTArOHICTIB JICUKOTPIEHOBUX PEIENTOPIB s

JIiKYBaHH}I KpOHI/IB’SIHKI/I € HU3bKUM, aJIC CCPCO HUX HaﬁKpaIIlI/IM - MOHTCIIYKACT.

Un € aHTArOHICTH JIEHKOTPi€EHY KOPUCHI B IKOCTI I01ATKOBOTO JIKYBaHHS y
NAIli€HTIB, SIKi He BiIMOBIAAI0TH HA MPU3HAYEHHS BUCOKUX /103

AHTUTICTAMIHHHUX NpenapariB?

Mu He MOKEeMO PeKOMeHAyBATH
0 >90% koHCEHCYCY
MOHTEJIYKACT B SIKOCTi [IONMOBHEHHS [0




JiKyBaHHS AHTUTICTAMIHHUMH
npenaparamMm 'y XBOPHX 3 XPOHIYHOIO
KPONUB'SIHKOIO, HEYYTJIMBHX hi (1
AHTHUTiCTAMIHHMX Npenaparis.

(Ha migcraBi gokasiB 1 Ha migcrasi

KOHCEHCYCY)

Ha cporozHi MicuieBi KOPTUKOCTEPOIM YacTO 1 YCHIIIHO 3aCTOCOBYIOTHCA MPHU
0araTboX ajepriyHuX 3aXBOPIOBAHHSIX, alie MPU KPOMHB’SHII MICIIEBI CTEPOIIU HE €
KOPUCHUMHM (32 BUHSATKOM KPONMUB’SHKM BiJ THUCKY HAa IMiJIOIIBaX CTON B SIKOCTI
aNbTEpHATUBHOI Teparii 3 HU3bKMM piBHEM Joka3zoBocTi). Ilpu 3actocyBaHHI
CHUCTEMHHMX KOPTUKOCTEPOi/iB He0OX1THUMH € 1031 Bij 20 10 50 Mr 3a npeaHi30HOM,
0 OOOB'I3KOBO MPHUBOAMTH JI0 PO3BUTKY MOOIYHUX €(EKTIB MpU TPUBAJIOMY
3aCTOCYBaHHI. [CHye cuibHa pEKOMEHJAlis NPOTH TPHUBAJIOIO BUKOPUCTAHHS
KOPTUKOCTEPOiIiB. 3aJIeKHO BiJ KpaiHW, CJiJ] 3a3HAYMTH, 110 CTEPOiAM TAKOK HE
mineH3zoBaHi Jus  gikyBaHHs XK (Hanpuknan, y HimeuuwHi npeaH130510H
JIIEH30BaHMM JIMIIIE JIJIs1 TOCTPOi KponuB'ssHkH). [IpoTe, 115 TocTpoi KpOnuB'THKH Ta
enizoniB 3aroctpeHb XCK KopoTKuid Kypc nepopajibHUX KOPTUKOCTEPOIAIB TEPMIHOM
JMIKyBaHHS MakcuMalibHO a0 10 nHIB, MOxe OyTH KOPUCHUM i 3MEHIICHHS
TPUBAJIOCTI / akTUBHOCTI 3axBoproBaHHs [139, 140]. Tum He MeHIIIe, 3 ILOTO MUTAHHS

Opakye TaHuX, OTpUMaHUX 3 100pe opranizoBanux PKJI.

Yu cJ1ix 3aCTOCOBYBATH MEPOPAIbHI KOPTUKOCTEPOIAH K {ONOBHEHHS /10

JIKyBAHHS IPY KPONUB'AHLI?

Mu He PpeKkoMeHAYEMO TpHBAJIe 3aCTOCYBaHHS
CUCTEMHHUX IIIOKOKOPTHKOCTEPOIAIB y XBOPHUX Ha

XK.

T | >90% koHceHCcyCy

(Ha migcTaBI KOHCEHCYCY)

Mu nponoHyeMo PpO3INIIHYTH KOPOTKHH KYpC
CHCTEMHHUX IJIIOKOKOPTUKOCTEPOiNiB mamieHTam i3| T |>90% koHceHcycy

3arocTpeHnsam XK.




(Ha migcTaBi KOHCEHCYCY)

Xo4a aHTUTICTaMiHHI Mpenaparyd y BUCOKUX J103aX KOHTPOIIOIOTh CUMIITOMH Y
OUIBIIOCTI MALIEHTIB 3 KPOIMUB'SHKOIO B 3arajibHii MPaKTHIIl, aJbTepHATUBHI METOAU
JIKyBaHHsI HEOOX1J{H1 JJIsl 1IHIIUX MAI[I€EHTIB, SIKI HE BIAMOBIIA0Th HA HUX. [lepmn Hix
NeperT Ha aJbTEpPHATUBHY TEPAIilo, PEKOMEHIYe€Tbcs dYekaTh 1-4 TuxHI, 1100
3a0e3MeYnTH MOBHY €(DEKTUBHICTb.

OCKUIbKY BHPAXKEHICTh KPOMUB'STHKM MOKE KOJUBATHUCS, 1 CIIOHTAaHHA PEMICis
MOX€ BUHHKHYTH B Oylb-KUH dYac, PEKOMECHIYETHCS TAKOX IOBTOPHO OI[IHUTH
HEOOX1AHICTh MPOAOBKEHHS a00 aIbTEPHATUBHOI TEpamii KOKHi 3-6 MICALIB.

OxkpimM omanizymaly Ta HUKIOCHOPUHY A, Kl MarOTh OOMEXEHHS 4Yepe3 iX
BHUCOKY BapTICTh, 0araro ajbTEPHATUBHUX METOIB JIIKyBaHHS, TakKl SIK MOEIHAHHS
Cy4yaCHUX aHTUTICTAMIHHMX TMpenapariB 2-T0 TIOKOJIHHS 3 aHTaroHiCTamH
JEHKOTPIEHOBUX PEIENTOPIiB, 0a3yrOThCS Ha KIIHIYHUX JOCHIIHKEHHSIX 3 HU3bKUM
piBHeM noka3zoBocTi (Tabmumsa 9). Buxomsum 3 piBHS [0Ka3iB, PEKOMEHIIOBaHI
BapiaHTH JIIKyBaHHS TPETHOi Ta YETBEPTOI JiHIN, TAKUM YMHOM, € OOMEKEHUMH (IUB.
Anroputm puc.2).

Hlomo H,-6mokaropiB ricramiHy Ta AarncoHY, PEKOMEHIOBAHUX y MOMEPEIHIX
BEpCIAX KIIHIYHUX PEKOMEHJAIliH, 3apa3 ICHy€e€ MaJio JO0Ka3iB JJId PEeKOMEHaIliil ix B
aIrOpUTMI, ajlé BOHM BCE 1€ MOXKYTh MaTH AaKTyaJbHICTh, OCKUIbBKH BOHU €
JOCTYITHUMH B JIESKUX KpaiHaX 3 OUThIIT 0OMEKEHUMHU CHCTEMaMU OXOPOHH 370POB'S.
Cynbdacanazun,  MeToTpekcar, iHTepdepoH, muazmadepes,  QoroTeparis,
BHYTPIIIHBOBEHH] iMyHOr100yniHu (B\B II') Ta iHmi BapiaHTH JIKyBaHHA MAarOTh
HU3BKY SKICTh JOKa31B UM MPOCTO MyOJIiKaIlli PO 3aCTOCYBaHHS B Pl BUNAIKIB [2]
(Tabn. 9). He3Bakaroun Ha BIJCYTHICTh OMYOIIIKOBAaHUX JOKa3iB, BCl I Mpenaparu
MOXYTh OyTH KOPHUCHHUMH I OKpEMHX TMAaIll€HTIB y BIAMNOBITHOMY KJIIHIYHOMY

Bunaaky [141].

Yu € 01oxaropu H,-ricramiHoOBUX penenTopiB epeKTUBHUMHU B SIKOCTI
JOTMOBHEHHS JIIKYBAHHS y MAIlIEHTIB, IKi He BiIMOBIAAI0TH HA HU3bKIi 200

BHCOKI /1034 aHTUTICTAMIHHUX Npenaparis?




Mmu He MOkeMO 3pOOMTH peKOMeHAALII0
3a a0o NPOTH KOMOIHOBaHOTI'O
BUKOpuUcTaHHs OsokaropiB H;- ta H,-
pelnenTopiB ricramMiHy y mNami€eHTIiB 3 0 >75% KOHCEHCyCy
XPOHIYHOI0 KPONHUB'IHKOIO.

(ma migcraBi goka3iB 1 Ha miacTasi

KOHCEHCYCY)

AHtaronicT (aktopa Hekposy nyxiauHu aibpa (OHII-ansda) [142] Ta B\B IT"
[143-146], skl yCHIIIHO BHKOPUCTOBYIOTHCSI B OIMCAaHUX KIIHIYHUX BHMAJKax,
PEKOMEHIYIOThCS B JIaHWM Yac JIMILE sl BUKOPUCTAHHS B CIEI1aJli30BaHUX IIEHTpax
K OCTaHHIA BaplaHT JiKyBaHHs (Hampukiaza, antu-OHIl-anbda npu BincTpoueHii
kponuB’siHIi Bia Tucky Ta B\B II" mpu XCK) [147, 148].

Jns nmikyBanHs XCK Ta cuMnToMaruyHoro gepMorpadizMmy A0 JiKyBaHHS
AHTUTICTaMIHHUMH  TIpernaparamMud  MoxHa  jgomath  Y@®-B  (By3bKkocMyroae
BunpomintoBanas UVB, TLO1), mikyBanus YO®-A Tta ITYBA npotsarom 1-3 wmicsiis
[149-151].

Jleski monepeaHbO 3alpONOHOBAaHI  AJBTEPHATUBHI METOAM  JIIKYBaHHS
BUSBWINCS HEEPEKTUBHUMH Y TOABIMHUX CIINUX, [JIal[e00-KOHTPOILOBAHUX
JNOCHIJKEHHAX, 1 1X Oulplle He CiliJi BUKOPUCTOBYBaTH, OCKUIbKH PpIBEHb
peKoMeH1anii Hu3bkui. J[o HUX BITHOCSTHCS TPAHEKCAHOBA KHCIOTA Ta KPOMOTIIIKAT
Hatpito jnsa gikyBanHs XCK [152, 153], wipeaunin npu CHUMOTOMAaTUYHOMY
nepMorpadizmi/¢izuuniii  kponuB’sHI [154] 1 KOnXimWH Ta 1HJAOMETAIMH MPHU
BIJICTPOYCHINA KpomuB’sHIN Big TuckKy [155, 156]. Omnak s pi3HUX MIATPYII
MAIEHTIB MOXKE 3HAJ00UTUCA OUIbIIE MOCIIKEHb, HANPUKIaA, HemoAaBHO [157]
MUJIOTHE JOCIHIDKCHHS MAIliEHTIB 3 MiABUIICHUM piBHEM D-ammepa mokasano, IIo

Teparisi TeMapruHOM 1 TPAaHEKCAHOBOIO KHUCIIOTOI0 MOXKE OyTH €(peKTUBHOIO.

U MoxyTh OyAb-SIKI iHIIII BapPiaHTH JIKyBaHHS 0yTH PeKOMEH/I0BaHI B IKOCTI

JIIKYBAHHSI TPETHOI JIiHIl XBOPHX HA KPONUB'AHKY?




Mu He MoOxkeMO 3poOMTH PpPeKOMEHIAIII0
CTOCOBHO MOAAJBIINX BAPIAHTIB JIKyBAHHS.
0 >90% koHCEHCyCy
(ma mincraBi Joka3iB i Ha miacrasi

KOHCEHCYCY)

Jlikyeannsa ocodaueux zpyn

Hitn

barato KiiHIIMCTIB BUKOPUCTOBYIOTh CEJAaTWBHI aHTUTICTaMiHHI TpemapaTu
MEPIIOro MOKOJIHHS B SKOCTI MEpIIOi JiHII Mpu JIKyBaHHI JITEH 3 aJyleprielo,
BpPaxoByIOUM, MIO iX mMpodinb Oe3rmeku € OuIbIl BUBYCHUM, HDK y CydacHUX
AQHTUTICTAaMIHHUX TpernapariB 2-ro MOKOJIHHS Yepe3 OlIbIll TPUBAJIUN TOCBiA poOOTH
3 HUMHU. Takok BHUKOPHCTAHHS Cy4YaCHUX aHTUTICTAMIHHUX MpernapariB 2-ro
MOKOJIIHHS HE JIIIEH30BaHe JJI1 BUKOPUCTAHHS Yy ATl y Billl 10 6 MICSIIIB y 6ararbox
KpaiHaX, TOJl SIK PEKOMEHJallli I1I0J0 TEpPIIOro TOKOJIHHS aHTHUIiCTaMiIHHHMX
mpernapariB 1HOMI € MEHII 3pO3yMUIMMH, OCKUIBKH IIi Tpenaparu Oynu JIileH30BaHi B
TOM Yac, KOJIM KOJIEKC XOPOIIOi KJIIHIYHOI MPAKTUKK (apMalleBTUYHOI IPOMHCIOBOCTI
OyB MeHII cyBopuM. SK Haciiiok, Oarato JikapiB BHUOUPaIOTh aHTUTICTaMiHHI
MpenapaTu Mepiioro MOKOMIHHS, sIKi, SK 3a3HAYEHO BHWILE, MAalOTh HIXKYUN PIBEHb
Oe3reKd B TIOPIBHSHHI 3 CyYaCHUMM aHTHTICTaMIHHHMH 2-TO TOKOMiHHS. [pyna
BUCIIOBUJIA  CEPHO3HY  pPEKOMEHJAI  Juisl  3ano0iraHHA  BUKOPUCTAHHIO
AHTUTICTAMIHHUX TpeMnapariB IMEpIIOTO IMOKOMIHHA y JITe Ta mamiTKiB. Takum
YUHOM, y AIT€l pPEeKOMEHIY€EThCS 3aCTOCOBYBAaTH TaKy K Tepamiio Nepioi JiHii Ta
J03yBaHHsI (BpaXxOBYIOUHM Bary Ta BiK), K y Jopociux. HeoOXiiHO BUKOPUCTOBYBaTH
TUIBKM TIpenapard 3 J0Ka3aHOK €(EeKTUBHICTIO Ta Oe3MedHi IS 3aCTOCYyBaHHS B
neAlaTpuyHid nonyssnii. byno moOpe BMBUEHO 3aCTOCYBAaHHS Yy MIT€H LIETUPU3UHY
[158], me3noparamuny [159, 160], dekcobenanuny [161], meBomerupuszuny [162],
pynaraainy [163], 6inactuny [164] 1 moparaauny [158], sxi 1006pe 3apeKoMeH 1yBaIu
cebe mpM 3acTOCYBaHHI B meniaTpuuHiid momymsuii. Kpim Toro, BuOip cydacHOTro
AHTUTICTaMIHHOTO TIpernapary 2-ro MOKOJIHHS Y JIITeH 3aJIeKUTh BiJl BIKY 1 HASBHOCTI

3pY4YHOI JIIKapchKOi (POPMH, OCKUIBKU HE BC1 AOCTYIHI y BUIJISI/II CUPOITY 200 LIBHJIKO



PO3UMHHOI TaONeTKW, NpuaaTHuxX s aited. HalimMeHmui Bik, 3 SKOTO MOXHa
MpU3HAYATH Mpenapar 3TiIHO JIIEeH311, TAKOX BIAPI3HAETHCS 3aJIeKHO Bij Kpainu. Bci
MOJIAJIbIIII KPOKU TOBUHHI I'PYHTYBaTHUCS HA 1HIMBITyaIbHUX MIPKYBaHHSIX Ta OyTH
pPETEIBPHO BPAXOBAaHWUMH, OCKITBKA 3OUTBIICHHS J03YBaHHS AHTHUTICTaMIHHHX

MpenapariB Ta 1HIII MOAATBII BapiaHTH JIIKyBaHHS HEIOCTAaTHHO BUBYEHI y JIITEH.

Yu cJ1ii BUKOPUCTOBYBATH TOM CAMMI AJITOPUTM JIIKYBAHHSA y AiTEH?

Mu pexoMeHAY€EMO 3aCTOCOBYBATH OJUH i
TOW  XKe ajJropuT™M  JIiKyBaHHSI 3
o0epexHicTi0 y Jitedi 3  XpoOHIYHOIWO | | >90% KOHCEHCYCY
KPONMB'THHIO.

(Ha migcTaBi KOHCEHCYCY)

Bazimuicmos ma naxmauisn

[Toai6H1 MPUHIIMIIK 3araJioM CTOCYIOTHCS 1 BariTHHUX, 1 *KIHOK IT1J1 4ac JaKTaIlii.
Bzarami, BukopucTtaHHs Oyab-KOTO CHCTEMHOTO JIiKyBaHHS, SIK MPaBUJIO, CIIJT
YHUKATH y BariTHUX >KIHOK, OCOOJIMBO B MEPIIOMY TPUMECTPI BAriTHOCTI. 3 1HIIOIO
00Ky, BariTHi >KIHKM MalOTh MPaBO Ha Haiikpamry Tepamito. He3Baxatoun Ha Te, 1o
Oe3rneka JIIKyBaHHS CHCTEMHO HE OIIIHIOBAJacsi y BariTHUX 3 KPOIUB’SHKOIO, CIIA
3a3HAYUTH, 110 MOXKJIMBI HETAaTUBHI HACIHIJKU MIABUIIEHHS PIBHA TiCTaMiHy, IO
BUHMKAIOTh TPU KPOMUB'SHIN, I Yac BariTHOCTI TakoX HE BuBYaiuch. [0
CTOCYEThCS JIIKyBaHHS, HE TMOBIJIOMJISIIOCS MPO HASBHICTH BPOIKCHHX JAC(PEKTIB Y
KIHOK, SIKI BAKOPUCTOBYBAJIM Cy4acCHI aHTUTICTaMIiHHI IpenapaTyu APyroro NOKOJIIHHS
mig yac BaritHOCTI. [Ipote mist gocnmimkenHsa netupusuny [165] 1 0ogHOTO BEIHUKOTO
MeTaaHami3y Jyis Jiopataauny [166] mOCTymHI Jinille HeBEIUKl JociiikeHHs. Kpim
TOT0, OCKUIBKM JEKUJIbKa Cy4aCHUX AHTHUIICTAMIHHUX IpenapariB 2-ro MOKOJIHHS
Terep JOCTYMHI 3a PEUEenToM 1 IIMPOKO BUKOPUCTOBYIOTHCS K IPH aJepridHOMY
pUHITI, TaK 1 TMpU KPONMUB'AHL, CIIJ TPUIYCTUTH, IO Oararo KIHOK
BUKOPHCTOBYBAJIH IIi TMperapard, 0COOIMBO HA MOYATKy BAriTHOCTI, MPUHAWMHI 10
MIATBEP/KEHHS BariTHOCTI. THM HE MEHII, OCKUIbKM HaiBUINa Oe3leKa €

OOOB'I3KOBOIO MiJl Yac BariTHOCTI, MPOTMO3WIIS MIOAO0 BHUKOPHCTAHHS Cy4YacHUX



AHTUTICTaMIHHUX TMpenapariB JIpyroro MNOKOJIHHS TOBMHHA BIJJIaBaTU IepeBary
JopaTaguHy 3 MOXJIMBICTIO 3aMIHM Ha JIE3JIOpPaTaJiiH 1 UETUPHU3UH 3 MOXKIUBOIO
3aMIHOI0 Ha JIeBOLETUPU3WH. Bcl aHTUricTaMiHHI mOpenapard BUIUISIOTHCS B
TPyIHOMY MOJIOII Y HHU3BKHX KOHIICHTpAIliiX. PEKOMEHIyeThCSI BUKOPHCTOBYBAaTH
npenapary APyroro MOKOJIIHHS aHTUTICTAMIHHUX IpenapariB, TOMy II0 y JiTeH Ha
IpyJHOMY BUTOJIOBYBaHHI 1HOAI PO3BHUBAETHCS CENATUBHUN e(EeKT mpu Tepamii 3
3aCTOCYBaHHSIM aHTUTICTAMIHHUX 3aCO0IB IEPUIOTO MOKOIIHHS.

301IbIICHHS JO3W CyYaCHMX aHTUTICTaMIHHHMX IpenapariB JPyroro MOKOIIHHS
MOXXe OyTH PpETeJbHO 3almpolOHOBAaHO JIMILE TIiJi 4Yac BariTHOCTI, OCKUIbKH
TOCTIPKEHHS 070 O0E3MEYHOCT] HE MPOBOAINCE, 1 3 JIOpATaTUuHOM CJIiJ TTaM'ITaTH,
o I[el mpenapar MeTabomi3yeTbcsl B MEYiHIN, [0 HE Ma€ 3HA4YeHHS UIsl HOTro
MeTabomity  AesnoparaauHy.  HeoOXimHO  yHHMKAaTd  TMEpPIIOTO  TOKOJIHHS
anTuricraminaux npenaparie [102]. JloBeneHo, 110 BUKOPUCTAHHS OMajizymMaly B
Mep1o/1 BariTHOCTI € OE3MEeYHUM, 1 Ha CHOTO/IHI HE ICHY€ O3HAaK TepaToreHHocTi [167-
169]. Bel noganbIn KpOKY MOBUHHI TPYHTYBAaTUCS HA IHAUBIAYyAJIBHUX MIPKYBaHHSX,
3 TIEpeBaroro J0 JIKIB, SKi MalOTh 33JI0BUIbHE CITIBBIIHOLICHHS PU3KKY Ta IEepeBaru y
BariTHUX JKIHOK Ta HOBOHAPO/XKEHUX 3 OISy Ha TEPaTOreHHICTh Ta
eMOpIOTOKCHYHICTh. Hampukian, HIHKIOCIOPUH, Xo4ya W HE € TEePaTOreHHHM, €
eMOpIOTOKCUYHUM Yy TBapUHHHUX MOJENAX 1 MOB'I3aHUM 3 TePEeAYaCHUMH ITOJIOTaMH
Ta HU3bKOIO Barow NpH HapopKEeHH1 y AiTedl. He3anexxHo BiJ L[bOro, YW MepeBaru
ukiocnopuny pu XCK BapTi pu3uKIB y BariTHUX KIHOK, IOBEAETHCS BU3HAYaTH B
KO)KHOMY OKpemMoMy Bunajaky. [Ipore Bci pillleHHS MNOBUHHI OyTH MEpEOLiHEH]

BIJIMOBITHO /10 TOTOYHUX PEKOMEH/IAIlIH, OMyOIIKOBAaHUX PETYIIOIOYMMHU OPraHAMH.

Ywu cJrix 32cTOCOBYBATH TOM CAMMIl aJITOPUTM JIIKYBAHHA Y BATiTHUX Ta i

yac Jakramii?

Mu nponoHyeMo BHKOPHUCTOBYBATH OIHMH I
TOW ’Ke aJITOPUTM JIIKYBAaHHS 3 00€pPeKHICTIO
SIK y BariTHUX, TaK 1 y *KiHOK, 10 TOAYITh ) >90% koHCEHCYCY
rpyaaro, micjs oumiHku pusuky. Ilpemaparm

NPOTUIIOKA3aHI MiIQ 4Yac BariTHOCTI He




MOBHHHI BUKOPHCTOBYBATHUCH.

(Ha migcTaBi KOHCEHCYCY)

IToTpeda B mogaabmux J0CTiIKEHHIX
I'pyma Ta ydYacHMKM BH3HAUWJIM JIeKiIbKa HaNpPSIMKIB, B SKUX TOTPIOHI
MMOJAJIbII JOCTIHKEeHHA. BoHu HaBeaeHi B Ta0m. 8.
TaOmuis 8

HaﬂpﬂMKI/I nogaJdbIInX I[OC.HiI[)KeHb 3 IIMTaHb KpOHI/IB'HHKI/I.

 EmiieMionorist y 10pociux Ta JITed y BCbOMY CBITI

e CorlaJIbHO-€KOHOMIYHI HACIII KA

* BuznauenHs ¢akropiB akTUBALlli ONTACUCTUX KIITUH/0a30(11iB

* BuzHaueHHs1 HOBUX TICTOJOTTYHUX MapKepiB

* Bu3HayeHHsS CHUPOBATKOBMX OlOMapKepiB AaKTUBHOCTI KPOIMB'SHKU/aKTUBAIIil
OMAaCUCTUX KIITHH

* BusnaueHns MiHIMAJIBHUX BaXKJIMBUX BIAMIHHOCTEH JJI1 METOMIB, 110 OLIHIOIOTH
aKTUBHICTh 3aXBOPIOBaHHS a00 MarOTh BIUIMB Ha 3HAYYIll peakili (Hampukia,
UAS, CU-Q20L)

* [losicHenHs posti KoaryJsiii/akTopiB koarysnsiii y naroreresi XCK

* Po3poOka KOMEPIIIHHO JOCTYMHUX TECTIB 1N Vitro JJisi BUSIBJIEHHS CUPOBATKOBUX
aytoanTutis aHTU-IgE abo anTu-FceRI

* Ominka IgE-ayroanTuTin

* [losicHeHHsT TIOB'SI3aHUX TICUX1ATPUYHUX/TICUXOCOMATHYHUX 3aXBOPIOBAHb Ta iX
BILJTUBY

* [TaromMexaH13MH aHTUTICTaMIH-CTIMKOI KPONMB'SHKW/aHT10HAOPSKIB

* IlonBiitH1 ciKM KOHTPOJIBOBAHI JOCIHIJIKEHHS, IO MNOPIBHIOKTH PI3HI Cy4YacHI
aHTUTICTaMiHHI MpenapaTu JPyroro MOKOJIHHS Y BUCOKHX J03ax y xBopux Ha XCK
Ta Pi3HI MIATUNIHA KPOIUB'SHKU

* [lopiBHAHHS BIUIMBY pETYJISPHOTO TMPUAOMY Ta NPUWOMY aAHTUTICTAMIHHUX
npernapariB Ha BAMOT'Y Ha TPUBAIICTh/ TSXKKICTh KPOIIHMB STHKH

* IIpodins Oe3nexku AOCTYMHUX METOAIB JIKyBaHHS, TPUBAIHHA (DamMakoIOTIdHUIMA




HaTJIST
* MynbpTUIICHTPOBI OCTIDKEHHS 100 MOMJIMBOTO BIUIMBY AHTHUKOATYJISHTIB
(opanpHHX Ta MoxigHUX remnapuny) Ha XCK

* KoHTposibOBaHI MYJIBTULIEHTPOBI JOCHIPKEHHSI MIOA0 MOXJIMBHUX HACHIJKIB
JOJJaBaHHS aHTaroHicTiB H,-pernentopiB ricTaMiHy, MOHTENYKAcTy, CyIb(OHIB

(maricony/cynbdacanasuty), METOTPEKCaTy, a3aTioNpruHy

Pucynxn

AnTaronictu H;-ricraminoBuX penentopis Apyroro
nokoJiinas (2nAl)

[Ipu BiACYyTHOCTI1 BiAMIOBIL:
Yepes 2-4 TikHI a00 paHilie
IPU HETIEPEHOCUMUX AJIS

XBOPOTO CUMIITOMAX
HinsummTu g03y 20Al (10 4-kpaTHOrO)

Po3riissubTe
NMUTAHHS NPO
HanpaBJIeHHs 10
cremiaJicra

[Tpu BimcyTHOCTI BiMIOBIII:
Yepes 2-4 TixHI a00 paHilie

U HENEPEHOCUMUX IS
XBOPOTO CUMIITOMAaxX

HMonatu a0 2n0Al': Omagizymad

[Tpu BiACYTHOCTI BIAMOBII:
[TpoTsirom 6 micsiiB abo paHiiie
IPH HEMIEPEHOCUMUX IS
XBOPOTO CUMIITOMAax
Honaru 10 2nAl': Hukiaocnopun

3ailicHIOETHCH
i HAIVISIOM

crnemiajgicra

Pucynok 2. PekoMeH10BaHU alNTOPUTM JIIKYBaHHSI KPOITUB STHKU

AJITOPUTM JIiKyBaHHS XPOHiYHOI KponuB'sitHKHU. Lleii anropuT™m 3aTBEpAMIM MMICIA 3aKiHYCHHS
obroBopenHs Bcix okpemux mutaHb GRADE 3 ypaxyBaHHSM iCHYHOUOTO KOHCEHCYCY. byro
BUPINICHO, IO OMadizymMad CiliJ MpH3HAYaTH A0 LHKJIOCIOPHHY A, OCKUIBKM OCTaHHIA HE
TIEH30BaHUH IS JIIKYBaHHS KPOMHB'STHKY 1 Ma€e HMK4YUH npodine HecnpusmimuBux edextiB. Kpim
Toro: [Ipm TSDKKOMY 3arocTpeHHI MOKHA PO3DISIHYTH TPU3HAUEHHS KOPOTKOTO —Kypcy
DITIOKOKOPTUKOCTEPOiAiB. [HIIII MOXKIMBI METOM JiKyBaHHS IUB. y Ta0i. 9. > 90% koHceHcyc

Ilepwa ninis = eucoka sKicmbs 00KA318. HU3LKA 8APMICHb Ma 0OCHMYNHICHb ) 6CbOM)
c8imi (HaNpuKkaaod, CYYacHi AHMUSICMAMIHHI 3acobu 2-20 NOKONIHHA OOCMYNHI
makoxc y KpaiHax, w0 po36UBAOmMuvCs, mad 6 OCHOBHOMY Oeulesull, Hidic
AHMUICMAMIHHI npenapamu 3 ce0amusHuMm eghekmom), npusnauaromosca 1 paz Ha
000Y, OCKINbKU Nepiood Haniepo3nady 3HAYHO 008U, MAlOMb 0yice 00opuil npodine



besnexu, UCOKY eqheKmusHicms

Jlpyea ninis = eucoka sKicms 00KA3i8: HU3bKA 8apmicmb, 00Oputi npoine besnexu,
BUCOKA eqheKmMUBHiCMb.

Tpems ninisa — 0odamu 00 AHMULICMAMIHHUX!

Omanizymab = 8ucoka sKicms 00Ka3ig: 8ucoka eapmicmo, oyce 000Opuili npohins
be3neku, 0yice 8UCOKA eheKmusHicmb.

Yemeepma ninis — 0ooamu 00 AHMULICIMAMIHHUX!

Luxnocnopun A = sucoxa sKicmbs 00KA3I8. CepeoHs ma 8UCOKA 8APMICMb, NOMIDHULL
npo@hine bes3nexu, BUCOKA epexmusHicmb

Kopomgxuii kypc kopmuxocmepoioie = Husbka AKicmb 00KA318: HU3bKA 6apmMicmb,
00CMYNHICMb )Y 8CbOMY C8Imi, Xopowul npogine Oe3nexku (muwie 051 KOPOMKO20
KypCy), 8UcCOKa epekmusnicms nid uac npuiiomy, aie He nioxooums O MpPueanoi
mepanii

Tab6muis 9
AnbrepHaTHBHI cTparerii JikyBaHHs. He nuBisiunch Ha Te, 10 piBeHb 10KA30B0I 0a3u
3 myOJiKkaniid HU3bKNH, KJIIHIYHUI JOCBIJ BKAa3y€ HA Te, 0 BOHU MOXKYTh OyTH
KOPUCHMMH NPHU NeBHUX o0cTaBuHax. MeToau HaBeleHi B aj(aBiTHOMY NOPSJKY 3a
YacTOTO) BUKOPHCTAHHS, 2 He 32 e()eKTUBHICTIO.

Ti, wo wupoKko 8UKOpUCMOBYIOMbC s

MeTton Jlikapcbkuit 3aci0 | [Tokazanus
(rpyma)

AHTHAETIPECAHTH Hokcemin™ XCK

Hieta Hiera, mo He wmictuth | XCK
nceByioanepreHip™*

AHTaroHicta H,- | Panitunun XCK

ricTaMiHOBUX

penenTopin

ImyHOCynpecopu MeTtoTtpekcar XCK +/- BKBT***
Modgetuny mikopenonar | Ayroimynna XCK

AHTaroHicTu MoHTenmykact XCK, BKBT

JEHKOTPIEHOBUX

penenTopis

Cy nbpdonu Jlanicon XCK +/- BKBT
Cynbdacanazua XCK +/- BKBT

Ti, wo Heuacmo BUKOPUCMOBYIOMbC

AHa0oJi4HI cTepoinu Janazon XosiHepriyHa KponuB’ sHKa

AHTHUKOAryJIsIHTH Bapdapun XCK

Antudiopunomitauuni | TpanekcamoBa kucnora | XCK 3 aHrionadpsikom

3acoou




ImyHOMOYNISITOpH B/B II" AytoimynHa XCK
[Tnazmadepes Ayrtoimynna XCK
[H111E AyTonoriaaa XCK
KpOB/CHUpOBaTKa
['11pOKCUXJIOPOXiH XCK
®dororepanis Bysskocmyrosuit UVB | CumnitomaTnaHAN
nepmorpadizm
[Icuxoreparis XoJcTuYHa MEIUIIMHA XCK
Ti, wo sukopucmo8yomscs pioko
AHTHKOAryJIsiHTH I'ennapun XCK
ImyHOCYyIIpecuBHI [Muknopochamin AytoimynHa XCK
3acobu Putykcumad AytoimynHa XCK
[Hm1e AHakiHpa BKBT
[ari6iTopu ®HII-anspa | XCK+/- BKBT
Kamocrar me3unar XCK
Konxiuu XCK
Mintedo3un XCK
Miprazenin XCK
ITYBA-tepanis XCK
Ti, wo dyoice piOKO BUKOPUCTNOBYIOMBCSL
ImyHOCYTIpecuBHI Taxpomnimyc XCK
3acobu
[Hmre Bitamin ] XCK
Iarepdepon-annda XCK




[TpumiTka:
* takox Mac H; ta Hy-agTurictaMiHHI BIIACTUBOCTI
** Tako)K BKITIOYAIOYH JI€TY 3 HU3bKUM BMICTOM TiCTaMiHy, OCKIJIbKHU [i€Ta, 10 HE MICTUTh
TMICEBI0AJIEPTEHIB MA€ HU3bKUH BMICT TiCTaMiHy
X iKyBaHHS CHIJl PO3IIAHYTH ocobnuBo y Bumaakax mnoenHaHHss XCK ta BKBC y

narienTa

This article is protected by copyright. All rights reserved.
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