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Introducere: Astmul bronsic sever (ABS) este fenotipul AB care ramane necontrolat in ciuda
tratamentului optimizat, corect, cu doze mari ICS-LABA (corticoizi inhalatori+betaagonisti cu
durata lunga) si al managementului corect al factorilor contributori ai crizelor. ABS asociaza
lipsa de control, multiple simptome/exacerbari, reducerea functiei pulmonare si a calitatii
vietii, efecte adverse prin tratament corticoid sistemic frecvent. Tratamentul ABS vizeaza
eliminarea factorilor contributori, intretinere cu corticoizi inhalatori si betaagonisti la care se
adauga anticolinergice si anticorpi monoclonali dupa fenotipizare. Tezepelumab este un anti-
TSLP (limfopoietina stromala timica) si actioneaza impotriva citokinei epiteliale cu rol cheie in
initierea inflamatiei alergice din AB tip-2 (la varful cascadei inflamatorii).

Metoda: Am studiat 6 cazuri de ABS tratate cu anticorpi monoclonali de ultima generatie —
tezepelumab. Distributia pe genuri a fost egala B/F =1, media de varsta 67.1 ani, media IMC -
33. Toti pacientii aveau un astm sever necontrolat prin medicatie maximalizata cu ICS-LABA si
anticolinergice si insuficienta respiratorie cronica cu necesar de oxigen, cure repetate de
antibiotice si spitalizari. Pacientii eligibili au avut >3 exacerbari ale AB/an care au necesitat
corticosteroizi sistemici sau antibioterapie si spitalizare. Pacientii aveau multiple comorbiditati
agravate de ABS necontrolat: 5 afectare cardiovasculara, 4 fumatori, 2 bronsiectazii, 2 apnee
obstructiva severa, 3 obezitate, 2 boala renala, 1 diabet, 2 BPOC asociat. Chestionarul ACT sub
20 la toti pacientii (media 16) exprima lipsa de control al astmului iar spirometria cu disfunctii
obstructive severe/mixte si 4 cu tulburari de transfer prin MAC. 2 pacienti au avut tratament
anterior cu alti anticorpi monoclonali cu evolutie stationara. S-a instituit tratament cu
Tezepelumab 210mg subcutanat la 4 saptamani, fara efecte adverse/exacerbari si cu
reducerea simptomelor. Starea generalda imbunatatita, ACT devine 19 si >20 la 3 pacienti.
Concluzii. Tezepelumab adaugat medicatiei maximalizae din AB treapta V a fost bine tolerat la
pacienti cu astm bronsic sever cu insuficienta respiratorie si comorbiditati si a permis
reducerea simptomelor si exacerbarilor dupa 2 luni de tratament.
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Case series of severe bronchial asthma with advanced tezepelumab treatment
Abstract

Introduction: Severe bronchial asthma (SBA) is the AB phenotype that remains uncontrolled
despite optimized, correct treatment with high doses of ICS-LABA (inhaled corticosteroids +
long-acting beta-agonists) and correct management of contributing factors of attacks. SBA
associates lack of control, multiple symptoms/exacerbations, reduction of lung function and
quality of life, adverse effects of frequent systemic corticosteroid treatment. SBA treatment



aims to eliminate contributing factors, maintenance with inhaled corticosteroids and beta-
agonists to which anticholinergics and monoclonal antibodies are added after phenotyping.
Tezepelumab is an anti-TSLP (thymic stromal lymphopoietin) and acts against the epithelial
cytokine with a key role in the initiation of allergic inflammation in type-2 AB (at the peak of
the inflammatory cascade).

Method: We studied 6 cases of SBA treated with the latest generation monoclonal antibody —
tezepelumab. Gender distribution was equal B/F = 1, mean age 67.1 years, mean BMI - 33. All
patients had severe asthma uncontrolled by maximal medication with ICS-LABA and
anticholinergics and chronic respiratory failure with oxygen requirement, repeated courses of
antibiotics and hospitalizations. Eligible patients had >3 exacerbations of AB/year that
required systemic corticosteroids or antibiotic therapy and hospitalization. Patients had
multiple comorbidities aggravated by uncontrolled ABS: 5 cardiovascular disease, 4 smokers,
2 bronchiectasis, 2 severe obstructive apnea, 3 obesity, 2 renal disease, 1 diabetes, 2
associated COPD. ACT questionnaire below 20 in all patients (mean 16) expresses lack of
asthma control and spirometry with severe/mixed obstructive dysfunctions and 4 with MAC
transfer disorders. 2 patients had previous treatment with other monoclonal antibodies with
stationary evolution. Treatment with Tezepelumab 210mg subcutaneously every 4 weeks was
instituted, without adverse effects/exacerbations and with reduction of symptoms. General
condition improved, ACT becomes 19 and >20 in 3 patients.

Conclusions. Tezepelumab added to maximal medication in AB stage V was well tolerated in
patients with severe bronchial asthma with respiratory failure and comorbidities and allowed
the reduction of symptoms and exacerbations after 2 months of treatment.
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