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Annotatsiya:

Og'ir astma kattalarda yugori yuklamali holat bo'lib golmoqda, bu esa ingalyatsiya
gilingan davolashni optimallashtirish, rioya qilish, komorbidlikni nazorat gilish va
go'zg'atuvchi omillarni yumshatishdan so'ng fenotipga yo'naltirilgan gqo'shimcha
terapiyani talab qiladigan heterojen endotiplar tufayli yuzaga keladi.
Immunoglobulin E (IgE) ni nishonga oluvchi insonlashtirilgan monoklonal antikor
bo'lgan Omalizumab og'ir allergik (IgE vositachiligidagi) astma bilan og'rigan
kattalar uchun biologik variant bo'lib, asosiy xalgaro strategiyalar va jamiyat
ko'rsatmalariga  ko'ra  standart yugori dozali ingalyatsiya  gilingan
kortikosteroid/uzoq muddatli B.-agonistga asoslangan rejimlar nazoratga erisha
olmagan hollarda qo'shimcha terapiya sifatida belgilanadi. Mexanik jihatdan,
omalizumab aylanib yuruvchi erkin IgE bilan bog'lanadi va asosiy effektor
hujayralardagi yuqori affinlikli IgE retseptorlarini pasaytirish orgali IgE—FceRI
signalizatsiyasini kamaytiradi, shu bilan allergen tomonidan boshgariladigan mast
hujayralar, bazofil faollashuvi va 2-toifa yallig'lanishni susaytiradi. Tasodifiy
sinovlar va real hayotdagi tadgiqotlardan olingan dalillar, noyob anafilaksi va
marketingdan keyingi yurak-qon tomir xavfi kabi xavfsizlik signallariga doimiy
e'tibor garatgan holda, tanlangan bemorlarda alevlienmelerning klinik jihatdan
sezilarli darajada kamayishi, simptomlarni nazorat gilish va hayot sifatining
yaxshilanishi va steroidlarni tejashning afzalliklarini go'llab-quvvatlaydi. Ushbu
sharhda ko'rsatmalar bo'yicha tavsiyalar, bemorni tanlash, dozalash va monitoring
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gilish tamoyillari hamda kattalar amaliyotiga moslashtirilgan amaliy amalga
oshirish bosgichlari umumlashtirilib, muntazam parvarishda javobni baholash va
davolashni optimallashtirishga urg'u beriladi.

Kalit so zlar:

og'ir astma; allergik astma, anti-IgE, omalizumab, biologik terapiya, zo'rayishlar,
ko'rsatmalarni amalga oshirish.

AHHOTAIINA:

Tsoxemast popmMa acTMBI OCTAETCS paCTIPOCTPAHCHHBIM 3a00JICBAHUEM Y B3POCIBIX,
OGYCJIOBJIGHHI:IM TCTCPOTrCHHBIMU SHAOTUIIAMMU, TpGGYIOH_[I/IMI/I I[OHOJIHPITCJIBHOﬁ
TEpanuy, HANpPaBICHHOW Ha KOHKPETHBIH (EHOTHUI, TIOCIe ONTHMHU3AINH
HWHTaJIAIMIUOHHOI'O JICUCHUS, IMOBBINICHUSA IMPUBCPKCHHOCTU TCpAIIUH, KOHTPOJIA
COMYTCTBYIOIIMX 3a00JICBAaHWK W CHIDKCHHS KOJWYECTBA TPOBOIUPYIOIINX
¢dakropoB. Omanm3zymald, TyMaHH3HpPOBAHHOEC MOHOKJIOHAIBHOE aAHTHUTEIO,
HaneneHHoe Ha uMmMmyHornmooymuH E  (IgE), saBmsercs mnpusHaHHBIM
OMONIOTMYECKUM MpenapaToM Jisi B3pOCIbIX ¢ Tspkenod amneprudeckoit (IQE-
OTIOCpPEZIOBAaHHOM) acTMOW. B COOTBETCTBMM C OCHOBHBIMH MEXIYHAPOIHBIMU

CTpPaTCTrUusiMU u PEKOMCHOAIUAMU MCIUIIMHCKHX COOGH_IGCTB, OH
MO3UIMUOHUPYCTCA KAaK OOIIOJTHHUTECIIbHAA TCpalrd B CliydadX, KOraa CTaHJAapTHBIC
CXCMBI JICUYCHU A C BBICOKMMH J03aMu HUHTaJIAITMOHHBIX

KOPTUKOCTEPOUIOB/ITUTENILHO JIEUCTBYIOIINX [}2-alrOHUCTOB HE IO3BOJISIIOT
JOCTHYb KOHTPOJIA. MEXaHUCTHUECKU OMAIN3yMal CBSI3bIBAET LUPKYIUPYIOIINI
cBoOonHbIi IgE u cHmwkaer mepenady curHanoB IgE—FceRI myrem monmaBnenus
BbIcOKOapGuHHBIX penentopoB IgE Ha Ki04eBBIX 3(PPEKTOPHBIX KIIETKAX, TEM
CaMBIM OCJIA0JISIs BBIBBAHHYIO aJUICPICHAMHW AKTHUBAIIUIO TYYHBIX KIICTOK H
0azomiioB, a TaKKe TMOCIHEAyIollee BOCHaleHWe 2-ro Tuma. JlaHHBIE
PaHAOMHU3UPOBAHHBIX I/ICCJ'IC,Z[OBaHI/Iﬁ nu I/ICCJ'IG,Z[OBaHI/Iﬁ B peaJIBHOﬁ KIMHAYECKOH
IMPAKTUKE MMOATBCPKAAIOT KIINHUYCCKHN 3HAYNMOC CHHNXKCHUC HaCTOThI
06OCTpeHI/II71, YIIYUII€HUC KOHTPOJIA CHUMIITOMOB M Kai€CTBa XU3HH, a4 TAKXKC
NpeuMyIICCTBa CHUKCHHA HOTpe6HOCTI/I B CTCponaax y OTACIIBHBIX IMAIIUCHTOB,
IIpHu 9TOM YACIACTCA IMOCTOSHHOC BHUMAHUEC CUTI'HAJIaM 6630HaCHOCTI/I, TaKHUM KakK
penkas aHaduIakcus, W  OOCYXICHHMIO PHCKOB CEpACYHO-COCYIUCTHIX
3a001€BaHUI TIOCJIE BBIXOJAA MperapaTa Ha phIHOK. B 3TOoM 0030pe 0000IIEHBI
PECKOMCHAAINN PYKOBOACTB, ITPHUHIIMUIILI 0T6opa ManucHTOB, OO3UPOBAHHA U
MOHHUTOpPHHI'A, @ TAKIKC ITPAKTHYCCKUC IIaru 110 BHCAPCHHUIO, A JAIITUPOBAHHBIC JIJIA
IPAKTUKH CO B3POCJIBIMHA MAITUCHTAMH, C aKIICHTOM Ha OIICHKY OTBCTA HA JICHCHHUC
" ONITUMHU3AINIO TCPAIINH B YCIIOBUAX 0OBIYHOI MeHHHHHCKOﬁ IMPAaKTHUKH.
KaroueBnble ciioBa:

Tsokenass ¢opma acTMbl, ajulepruyeckas actma, aHTu-IgE, omanusymao,
OuosIornvecKas Teparnwsi, 000CTpEeHuUs, BHEPEHUE PEKOMEH AN .

Abstract:

Severe asthma remains a high-burden condition in adults, driven by heterogeneous
endotypes that require phenotype-directed add-on therapy after optimization of
inhaled treatment, adherence, comorbidity control, and trigger mitigation.
Omalizumab, a humanized monoclonal antibody targeting immunoglobulin E
(IgE), is an established biologic option for adults with severe allergic (IgE-
mediated) asthma, positioned by major international strategies and society
guidelines as an add-on therapy when standard high-dose inhaled
corticosteroid/long-acting P2-agonist based regimens fail to achieve control.
Mechanistically, omalizumab binds circulating free IgE and reduces IgE—FceRI
signaling by downregulating high-affinity IgE receptors on key effector cells,
thereby attenuating allergen-driven mast cell, basophil activation and downstream
type 2 inflammation. Evidence from randomized trials and real-world studies
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Introduction

Asthma control in adults is typically
achieved with inhaled anti-inflammatory
therapy and bronchodilation. However, a subset
of patients continues to experience frequent
exacerbations, impaired quality of life or
persistent symptoms despite optimized standard
frameworks define

therapy. International

“severe asthma” asthma that remains
uncontrolled despite high-dose ICS/LABA (and

management of modifiable factors), or that

as

worsens when high-intensity therapy is reduced.
In this context, biologic therapies targeting type
2 pathways have transformed outcomes by
aligning treatment with endotype.

Omalizumab was the first biologic
approved for asthma and remains central for
adults with severe allergic asthma. It is a
IgE,

effector

monoclonal antibody that neutralizes

thereby  reducing  IgE-mediated

responses and modulating allergic
inflammation.
documents (e.g., GINA updates and ERS/ATS

guidelines) position omalizumab as an add-on

Contemporary guidance

option for severe allergic asthma after careful

—
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supports clinically meaningful reductions in exacerbations, improvements in
symptom control and quality of life, and steroid-sparing benefits in selected
patients, with ongoing attention to safety signals such as rare anaphylaxis and post-
marketing cardiovascular risk discussions. This review summarizes guideline
recommendations, patient selection, dosing and monitoring principles, and
practical implementation steps tailored to adult practice, emphasizing response
assessment and treatment optimization in routine care.

severe asthma; allergic asthma, anti-lgE, omalizumab, biologic therapy,
exacerbations, guideline implementation.

confirmation of diagnosis, optimization of

inhaled  therapy, and assessment of
phenotype/eligibility.

This review focuses on adult asthma
practice and aims to translate guideline
recommendations into an implementable
clinical workflow.

Materials and Methods

Literature search strategy

A narrative review was conducted using
PubMed-indexed literature and international
guideline documents. Searches (last updated
2025) of

keywords and MeSH terms including: asthma,

December used combinations
severe asthma, omalizumab, anti-IgE, allergic
asthma, exacerbation, oral corticosteroid, real-
world, safety, anaphylaxis. Guideline sources
were obtained from official publisher sites (e.g.,
GINA).

Selection criteria

Included sources emphasized:

1. Adults with moderate-to-severe or
severe allergic asthma;
2. Randomized controlled trials,

meta-analyses, and robust observational studies;

'
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3. Major international guidelines and
society recommendations;

4. Safety evaluations relevant to
adult practice (anaphylaxis, malignancy,

cardiovascular/cerebrovascular outcomes).
Results
1)
omalizumab fits. GINA (2025 update) places

Guideline  positioning:  where
biologics as add-on therapy for patients with
persistent  symptoms/exacerbations
ICS/LABA

management of contributory factors, with

despite
optimized  high-dose and
biologic choice guided by phenotype (allergic
sensitization, eosinophils, FeNO, comorbidities,
etc.).
ERS/ATS

similarly supports phenotype-directed biologics

severe asthma guidance
and provides a framework for defining severe
asthma and selecting add-on targeted treatments
In appropriate candidates.

Practical implication: omalizumab is most
appropriate  when the clinical picture is
consistent with IgE-mediated allergic asthma
(sensitization plus relevant allergen exposure)
and the patient meets local dosing-table
eligibility (total IgE and body weight within
approved ranges), alongside a history of
exacerbations or ongoing poor control despite
optimized therapy.

2) Mechanistic basis (molecular overview,
targeted). Omalizumab is a humanized IgG

monoclonal antibody that binds free IgE,

—
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lowering circulating IgE available to bind FceRI
(high-affinity IgE receptor). This reduces FceRI
expression and signaling on mast cells and
basophils, dampening allergen-driven
degranulation and mediator release.
Downstream effects relevant to adult
severe allergic asthma (partial list): reduced

immediate hypersensitivity effector activation

(mast  cell/basophil  mediator  cascade);
attenuation of type 2  inflammatory
amplification  (clinical correlates:  fewer

exacerbations, improved control in responders);
potential reduction in steroid requirement in
selected populations (steroid-sparing effect
reflects reduced inflammatory instability rather
than bronchodilation).

3) Clinical

outcomes that matter. Exacerbation reduction

effectiveness in adults:

and control improvement. A foundational
randomized trial in  allergic  asthma
demonstrated that omalizumab improved

asthma control and reduced exacerbations and
steroid requirements versus comparator therapy.
(Another early trial in 1CS-dependent allergic
asthma supported improved outcomes with add-
on omalizumab.

In adults with severe allergic asthma
inadequately controlled on standard therapy,
randomized data show clinically meaningful
improvements consistent with omalizumab’s
role as add-on therapy in difficult-to-control

disease.

'
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Real-world effectiveness. A large real-

world meta-analysis found improvements

across clinically relevant domains
(exacerbations, steroid exposure, lung function,
and  patient-reported  outcomes)  after
omalizumab initiation in severe allergic asthma
populations. Real-life studies also highlight
response heterogeneity and emphasize the need
for structured response assessment.

4) Biomarkers and patient selection.
Although omalizumab is anchored in an allergic
phenotype, response is not determined by total
IgE alone. Biomarker analyses (e.g., FeNO,
blood eosinophils, periostin as markers of type
2 inflammation) have been investigated as
predictors of differential benefit, supporting a
broader view that omalizumab may work best
when allergic sensitization co-exists with active
type 2 inflammatory signaling.

Use a structured pre-biologic assessment:
confirm asthma diagnosis and assess severity
(spirometry, variability, exacerbation history);
Verify adherence, inhaler technique, and
comorbidity ~ management
GERD, obesity, OSA,

Document allergic sensitization (skin prick or

(rhinitis/sinus
disease, smoking);
specific IgE) and clinical relevance; Check total
IgE and weight vs local dosing table; review
exacerbation frequency and steroid exposure.
5) Steroid-sparing role in adults. Reducing
maintenance oral corticosteroids (OCS) is a

major objective in severe asthma due to

—
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cumulative toxicity. An open-label study
demonstrated OCS-sparing benefits  with
omalizumab in severe allergic asthma,

supporting its role in appropriately selected
patients where steroid dependence reflects
uncontrolled allergic/type 2 inflammation.

Discussion

Omalizumab occupies a well-defined
niche in adult asthma care, severe allergic
asthma that remains uncontrolled despite
optimized inhaled therapy and systematic

management of modifiable factors. The
strongest “‘guideline-to-practice” message is
that biologics should not compensate for poor
fundamentals—misdiagnosis, incorrect inhaler
technique, nonadherence, untreated
comorbidities, or ongoing exposures can mimic
therapeutic failure.
Mechanistically, = omalizumab’s
and FceRI

provide a coherent biologic rationale for

IgE
neutralization downregulation

reducing allergen-driven instability and

exacerbation susceptibility, aligning with
improvements observed in both trials and real-
world settings. However, adult clinical response
varies. Biomarker work suggests that patients
with stronger type 2 inflammatory signatures
may derive greater reduction in exacerbations,
supporting a phenotype-plus-endotype
approach rather than reliance on total IgE alone.

From an implementation standpoint, the

most consequential practice elements are:
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1. Correct identification of severe

asthma;
2. Evidence-based patient selection;
3. Structured response assessment

with predefined continuation/switch rules;

4. Proactive safety management
(especially anaphylaxis preparedness and
awareness of post-marketing safety

discussions).

Limitations of the evidence base include
heterogeneity of ‘“severe asthma” definitions
across older trials, mixed-age enrollment in
some pivotal studies, and confounding in
Still,  the

positioning,

observational safety analyses.

convergence  of  guideline
mechanistic plausibility, randomized efficacy,
and consistent real-world effectiveness supports

omalizumab as a cornerstone biologic option for

adults with severe allergic asthma when used
within an optimized, systematic care model.

Conclusion

In adult severe asthma, omalizumab
provides a guideline-supported, mechanism-
based add-on option for IgE-mediated allergic
disease not controlled by optimized high-dose
ICS/LABA-centered therapy. The transition
from guidelines to practice requires rigorous
confirmation of severe asthma status, careful
eligibility  and

phenotype  assessment,

protocolized monitoring of response, and
structured decisions to continue, adjust, or
switch biologic therapy. Safety considerations
particularly rare anaphylaxis and post-
marketing cardiovascular discussions should be
integrated into shared decision-making and

monitoring workflows.
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