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AHHOTALUSA
Overlap-cunapom (TIEpEeKPECTHBI CHHIPOM) 3TO JBE CAMOCTOSTENbHBIE HO30JOTMYECKHE EIUHUIBI BKIIOYAIONINe B
ce0s1 XpoHn4ecKyto o0CTpykTuBHYI0 Oonesns Jerkux (XOBJI) u 6ponxuanshyio actmy (BA), koTopoe sBisieTcs kpaiine
pacnpocTpaHeHbIM cpean 0ose3Hel OpraHoB AbIXaHUS U SABISIOTCSA cepbe3HbIMH 3a0oneBanuamu. B 2014 rony sxcnepramu
GINA u GOLD 65in BBenens HOBBI TepmuH - ACOS (ot anrmmiickoro cioBa Asthma-COPD Overlap Syndrome -
nepeKpecTHbIi cuHApoM OponxuanbpHoi actmbl 1 XOBJI). Hayunbivu komutetamun GINA 1 GOLD Ha ocHoBanuu 0030pa
JUTEPATyphl U COTJIAIICHHS YKCIIEPTOB pa3paboTaH JOKyMeHT «/luarnocTuka 3a0osieBaHUIl ¢ XpPOHHYECKUM OI'paHUYECHHEM
Bo3aymHoro moroka: bA, XOBJI u CIIBAX», B xotopom nano ompeaenenue CIIBAX, cdopmymnupoBansl KpuUTepun
muarnoctiku BA, XOBJI u CITIBAX n oTpaskeHbI HOAXOABI K TAKTUKE BEACHHS OOJIBHBIX.
KioueBsie ciaoBa: Overlap-cuaapom, OpoHXHandbHas acTMa, XpOHHWYECKass OOCTPYKTHBHas OONE3Hb JICTKHUX,
TIIFOKOKOPTHKOCTEPOUIBL.
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CLINICAL EXPERIENCE OF THE USE OF GLYCOPYRRONIUM BROMIDE IN PATIENTS WITH
OVERLAP SYNDROME

ANNOTATION
Overlap syndrome (cross syndrome) these are two independent nosological units that include chronic obstructive pulmonary
disease (COPD) and bronchial asthma (BA), which is extremely common among respiratory diseases and are serious diseases.
In 2014, GINA and GOLD experts introduced a new term - ACOS (from the English word Asthma-COPD Overlap Syndrome
- a cross syndrome of bronchial asthma and COPD). The scientific Committees of GINA and GOLD, based on a review of
the literature and an agreement of experts, developed a document “Diagnosis of diseases with chronic airflow restriction:
BA, COPD and SPBAH”, which defines SPBAH, defines criteria for the diagnosis of BA, COPD and SPBAH and reflects
approaches to patient management tactics.
Keywords: Overlap syndrome, bronchial asthma, chronic obstructive pulmonary disease, glucocorticosteroids.
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OVERLAP SINDROMI BO°’LGAN BEMORLARDA GLIKOPIRRONIY BROMIDNI QO’LLASHNING KLINIK
TAJRIBASI

ANNOTASIYA
Overlap sindromi (o’zaro faoliyat sindrom) bu surunkali obstruktiv o’pka kasalligi (O’SOK) va bronxial astma (BA) ni
0’z ichiga olgan ikkita mustaqil nozologik birlik bo’lib, ular nafas olish kasalliklari orasida juda keng tarqalgan va jiddiy
kasalliklardir. 2014 yilda gina va GOLD mutaxassislari tomonidan yangi atama joriy etildi ACOS (Inglizcha astma - COPD
Overlap Syndrome so’zidan-bronxial astma va O’SOKning o’zaro sindromi). Gina va GOLD ilmiy qo’mitalari adabiyotlarni
ko’rib chiqish va ekspertlar kelishuvi asosida “havo oqimining surunkali cheklangan kasalliklari diagnostikasi: BA, O’SOK
va Ba bilan O’SOKning birga kechishi” hujjatini ishlab chiqdilar, unda Ba bilan O’SOKning birga kechishi ta’rifi berilgan,
BA, O’SOK va Ba bilan O’SOKning birga kechishi diagnostikasi mezonlari ishlab chigilgan va bemorlarni boshgarish
taktikasiga yondashuvlar aks ettirilgan.
Kalit so’zlar: Overlap sindromi, bronxial astma, surunkali obstruktiv o’pka kasalligi, glyukokortikosteroidlar.
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Relevance. Overlap syndrome (cross syndrome)
these are two independent nosological units that include
chronic obstructive pulmonary disease (COPD) and bron-
chial asthma (BA), which is extremely common among
respiratory diseases and are serious diseases. This term was
officially included in 2014 in the International Recommenda-
tion Documents on the Diagnosis and Treatment of Asthma
and COPD — GINA (The Global Initiative for Asthma) and
GOLD (The Global Initiative for Chronic Obstructive Lung
Disease) [11; 12]. Both pathologies are based on inflam-
mation in the bronchial tree. It violates the integrity of the
epithelial layer, and therefore provokes the development of
irreversible bronchial obstruction. But these two nosological
forms of the disease are fundamentally different.

There are several points of view of specialists regard-
ing the choice of criteria for diagnosis. The Spanish Society
of Pulmonologists and Thoracic Surgeons has made attempts
to identify criteria for a combination of COPD and BA [3].
Experts suggest using basic and secondary criteria to confirm
the diagnosis of a mixed COPD-BA phenotype. The main
criteria include: a clearly positive result of evaluating the re-
action to a bronchodilator, that is, an increase in the volume
of forced exhalation per second of more than 15% and 400
ml compared to the initial value, eosinophilia in sputum, a
history of asthma Secondary criteria are a high level of total
immunoglobulin E, a history of atopy, more than two cas-
es of positive evaluation of the reaction to a bronchodilator
(an increase in the volume of forced exhalation per second
of more than 12% and more than 200 ml compared to the
baseline value). To confirm the diagnosis of the cross-syn-
drome of COPD-BA, it is necessary to have two main or one
main and two secondary diagnostic criteria. The scientific
committees GINA and GOLD [10] proposed an algorithm
that allows you to suspect the overlap syndrome. The clini-
cian needs to identify the signs that are most characteristic of
COPD or BA, then compare the number of signs that indicate
in favor of BA or COPD. If the number of signs character-
istic of BA and COPD coincide, then a mixed phenotype of
COPD and BA can be identified [4]. In our opinion, initially
there is AD, then the effect of provoking, damaging factors,
such as long-term smoking experience, chronic respiratory
tract infections, contribute to the addition of COPD [6].

The basic treatment of AD primarily includes inhaled
glucocorticosteroids (IGCS), and COPD — bronchodilators
(long-acting anticholinergic drugs (LAAHD) and long-act-
ing B2-agonists (LABA). More optimally, the therapy of
overlap syndrome should include drugs that affect the patho-
genetic mechanisms of both COPD and AD, and represent a
combination of IGCS with combined bronchodilation thera-
py [7]. It is possible to use triple therapy (IGCS and LABA,
and LAAHD) in patients with severe COPD and in patients
with AD who do not respond to combined therapy with IGCS
and LABA [13].

The issue of choosing a specific LAAHD is insuf-
ficiently covered. Tiotropium bromide is well known and
studied. In patients with insufficiently controlled AD, despite
the therapy of IGCS and LABA, the addition of LAAHD to
therapy can significantly reduce the severity of bronchial ob-
struction and reduce the risk of severe asthma exacerbations
[2]. One of the modern LAAHD is glycopyrronium bromide.
The bronchodilatory effect of the drug is carried out by
blocking the M-cholinergic receptors of the respiratory tract.
Glycopyrronium bromide has a selective effect on M3-cho-
linergic receptors, having a minimal side effect on the cardio-

vascular system (tachycardia, arrhythmia) [9]. Also, another
feature of the drug is the rapid onset of action [8]. A long
half-life provides a prolonged bronchodilatory effect and the
appointment of an inhaler once a day. This dosage regimen
contributes to good compliance in treatment. The GLOW
study (GLycopyrronium bromide in COPD airWays) showed
that glycopyrronium bromide improves pulmonary function,
reduces the severity of symptoms of the disease, increases
the tolerance of patients to physical activity, reduces the fre-
quency of severe and moderate exacerbations of COPD and
improves the quality of life of patients [1]. The combination
of IGCS, LABA and LAAHD should be considered as the
therapy of choice in patients with a combination of COPD
and BA phenotype [5].

The purpose of the study effectiveness of glyco-
pyrronium bromide as part of triple therapy in patients with
a combination of chronic obstructive pulmonary disease and
bronchial asthma.

Material and methods. 31 patients (14 women, 17
men) with a combined diagnosis of COPD and BA were un-
der observation. The diagnoses of “bronchial asthma” and
“chronic obstructive pulmonary disease” were based on
GINA documents from 2019 and GOLD from 2019.The cri-
teria for excluding patients from the study were: severe and
decompensated diseases of other organs and systems; tuber-
culosis of any localization in the active stage. The diagnosis
of comorbidity pathology of BA + COPD was made on the
basis of criteria (Gina and GOLD, 2019):

Presence of risk factors (bad habits, occupational or
household hazards);

long-term history of asthma;

in a stable state of symptoms controlled by asthma,
there is a low variability in the rate of exhalation (VRE)
and the volume of forced exhalation decreases in 1 second
(FED1);

progression of respiratory failure;

decrease in the effectiveness of corticosteroids,
which was previously highly effective.

Inclusion criteria: patients with a combination of
COPD and BA, the average age in patients with a combined
course of BA with COPD is 64.4 +2.5 years, long smok-
ing experience, smoking index (IC) of more than 10 packs
/ years, moderate and severe, uncontrolled course of the
disease against the background of high doses of IGCS. All
patients included in the study received a fixed combination
of formoterol fumarate dihydrate and budesonide at a daily
dose of 24/800 mcg. Group 1 (combination of IGCS+LA-
BA+LAAHD) - patients (n=16) who received glycopyrroni-
um bromide (Sibri Brezhaler) in addition to basic therapy in
a daily dose of 50 mcg once a day for 8§ months. The 2nd
group (combination of IGCS+ LABA drugs), the compari-
son group (n=15), received only double therapy. The eval-
uation of the function of external respiration (FVD) was
performed on the spiroanalyzer ST-95 (Japan). Examination
in the first half of the day, indicators of the functional state
of the respiratory system were determined - VEL, FEV1,
Tiffno index, PSV[11].Questionnaires were used: Asthma
Control Test (AST), Chemis Obstructive Pulmonary Disease
Assessment Test (SAT), questionnaire of St. George’s Hos-
pital (St. George’s Respiratory Questionnaire (SGRQ)) was
used to determine respiratory function for assessing quality
of life, a modified questionnaire of the British Medical Re-
search Council Assessment of Dyspnea (MMRs), the initial
dyspnea index (BDI), including the following types of vital
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activity (functional disorders, complexity of activity, degree
of effort) and the transient dyspnea index (TDI), describing
changes in the types of life activity during therapy (GINA
2019, GOLD 2019), before inclusion in the study and after 8
months of follow-up.

Data storage and primary processing were performed
in the Microsoft Excel 2010 database using the Statistica 10
program. The data are expressed as follows: mean value (M)
+ standard deviation (SD). Student’s T-test (with paramet-
ric distribution) was used to determine the statistical signif-
icance of differences in continuous values depending on the
type of distribution.

The importance of differences in group comparisons
was evaluated; the reliability of differences in the frequency
of propagation of the studied properties in groups was deter-
mined by a two-sided version of the exact Fisher criterion.

Research results. The clinical course in the observed
patients with a combination of COPD and BA was character-
ized by: repeated acute and exacerbations of chronic low-
er respiratory tract infections requiring the appointment of
antibacterial therapy, frequent exacerbations of the underly-
ing pathology with the use of oral glucocorticosteroids, low

levels of FEV1, leading to hospitalization [5]. Asthma had
an uncontrolled course. All patients received high doses of
IGCS. The average IR was 40.00 packs/years. COPD and BA
had a significant impact on the quality of life of patients ac-
cording to the BDI, ACT and CAT questionnaire.

A clinical, functional evaluation of the effectiveness
of a triple combination of drugs for the course of the overlap
syndrome was carried out. The degree of dyspnea, accord-
ing to the mMRC questionnaire, decreased from 3.00 to 1.50
points (p<0.05). In the comparison group, there were no sig-
nificant differences before follow-up (3.00 points) and after
8 months (3.00 points) (p=0.05).

The average TBI score increased from 1.45 to 1.98
during therapy (p=0.05), which is 3.5 times higher compared
to the indicator in the second group. This concerned both
functional disorders and the complexity of the activity, the
degree of effort. There were no significant differences in the
studied parameters in the comparison group before follow-up
and after 6 months (Pic 1.2). Against the background of triple
therapy, patients with a combination of COPD and BA began
to walk a longer distance and it was easier to endure physical
exertion.

Pic 1.
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Discussion. The results of the conducted studies in-
dicated that the inclusion of glycopyrronium bromide in the
therapy of patients with combined respiratory pathology was
accompanied by a significant improvement in FVD indica-
tors compared to those in the comparison group (p<0.05).
FEV1 increased 1.5 times during 8 months of follow-up and
by 68.00 ml compared with patients receiving therapy only
with IGCS and LABA.

The evaluation of the AST test showed that the con-
trol of the course of asthma improved when glycopyrroni-
um bromide was included in the treatment. The severity and
severity of COPD symptoms decreased, according to the
results of the SAT questionnaire, after 8 months, which in-
dicated a positive effect of triple therapy in patients with a
combination of COPD and BA. There were no significant
changes in the results of the AST and SAT questionnaires in
the comparison group (p=>0.05).

In addition to functional indicators, patients had a
decrease in the frequency of taking short-acting bronchodila-
tors against the background of triple therapy. During the ob-
servation period, the number of exacerbations and hospitali-

zations due to severe exacerbations decreased. All patients of
group 1 noted a rapid effect of therapy. When taking glyco-
pyrronium bromide, 8 patients had undesirable side effects,
such as dry mouth, sore throat, hoarseness of voice, 2 people
had a dry cough when inhaling the drug, which was stopped
independently. The listed side effects were of a short-term
nature and did not require discontinuation of the drug. No se-
rious adverse events were registered. To achieve an optimal
effect in treatment, the proposed therapy should undoubtedly
be long-lasting. It is planned to continue monitoring patients
in groups with different therapy regimens to assess long-term
results and assess the quality of life of patients.
Conclusions. The inclusion of glycopyrronium bro-
mide in the complex therapy of patients with a combined
diagnosis of COPD and BA showed significant clinical and
functional efficacy of the drug. Triple combination therapy
(IGCS, LABA, LAAHD) is optimal in patients with a com-
bination of COPD and BA. Glycopyrronium bromide can be
recommended as the drug of choice for LAAHD in patients
with a combination of COPD and BA. In addition, a single
dose of the drug improves patients’ adherence to treatment.
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