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Summary: Increased number of neutrophils, eosinophils and lymphocytes in the airway mucosa in the
course of asthma exacerbation develops simultaneously with increase of expression of the specific adhesion molecules (including intercellular adhesion molecule 1) on the postcapillary venulae of the endothelial cells. Our study
was aimed at measurement of concentration of soluble intercellular adhesion molecule 1 (sICAM-1) in 7 patients
with bronchial asthma in phase of exacerbation, and evaluation of correlation between the obtained value and
sICAM-1 concentration obtained in the same patients in the stable state subsequent to seven-day glucocorticosteroid therapy, as well as in comparison to the healthy controls (10 subjects). Mean value of sICAM-1 concentration in patients with asthma exacerbation and healthy controls was 430.49 ng/mL and 260.9 ng/mL, respectively. sICAM-1 concentration was found to be statistically significantly higher in patients with exacerbating asthma in
comparison to the healthy controls (Z = ’ 2.246), as well as in comparison to the same patients in the stable state
subsequent to seven-day glucocorticosteroid therapy (Z = ’2.197).
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Introduction
Intercellular adhesion molecule-1 (ICAM-1,
CD54) is a member of the immunoglobulin gene
superfamily with 5 extracellular Ig-like domains. It acts
as a ligand for Lymphocyte Function Associated Antigen-1 (LFA-1) (CD11a/CD18) and MAC-1 (CD11b/
CD18) which are members of the leukocytic integrin
family (beta 2 integrins) and they are expressed on the
leukocytes (1). ICAM-1 may be induced or upregulated
on the fibroblasts and endothelial cells via the inflammation mediators such as IL-1, TNF alpha and IFN
alpha. In vitro expression increase is initiated 6-8
hours after stimulations and it is maintained for at least
48 h (2).
Downregulation is performed via antiinflammatory agents such as glucocorticosteroids. In both
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monocytic (U937) and bronchial epithelial (H292) cell
lines, dexamethasone potently suppresses basal and
induced ICAM-1 expression (3). Soluble form of ICAM1 (sICAM-1) may be found in the serum, cerebrospinal
fluid and bronchoalveolar lavage and it is the result of
proteolytic cleavage of the membrane ICAM-1
(mICAM-1) (4). Epithelial cells of the airways in the
asthmatic patients may express increased quantities of
the ICAM-1 molecules (5). Wegner et al (6) evidenced
in allergic inflammation that application of anti ICAM1 monoclonal antibody in monkeys results in reduction of eosinophilic lung infiltration and reduction of
hyperresponsiveness of the airways, as well as reduction of upregulation of ICAM-1 expression evidenced in
the endothelium, bronchial epithelium and eosinophiles suggesting important role of ICAM-1 in pathogenesis of the bronchial asthma.
Our study was aimed at measurement and comparison of soluble ICAM-1 concentrations in patients
with bronchial asthma in phase of exacerbation and
the same patients in the stable state after seven-day
glucocorticosteroid treatment, as well as at establishment of correlation with healthy controls.
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Material and Methods
Our study included seven patients with bronchial
asthma diagnosed based on guidelines for diagnosis
and treatment of asthma proposed by the International Expert Group with the National Heart, Lung and
Blood Institute of Health, Bethesda, from May 1997,
revised 2002 (7). Metacholine and/or Ventolin tests
were positive in all the patients. All the patients underwent physical and medical examinations and their
lung function was measured before blood sampling
using the apparatus Autospir Discom-14 Chest
Corporation Tokyo, Japan.
sICAM-1 was measured in blood samples obtained by puncture of the cubital vain using Vacutainer
without EDTA addition. The sample was allowed to
stand at room temperature for 60 ’120 minutes to be
coagulated. The sample is thereafter centrifuged at
1300 g for 10 minutes at room temperature. Separated serum was stored till analysis at ’20 ºC.
Measurement of sICAM-1 serum concentration
was performed using ELISA method (8). We used the
commercial Parameter human sICAM-1 immunoassay
(ELISA, R&D Systems Inc., Mineapolis, USA ). Serum
concentration of the sICAM-1 is expressed in ng/mL.
Lower detection border of serum sICAM-1 was 0.35
ng/mL (the method according to Parameter human
sICAM-1 immunoassay).
In 7 patients, averagely aged 46 years, in phase
of asthma exacerbation diagnosed based on the
symptoms and signs of the disease, degree of airway
obstruction measured using FEV1 at the time of testing, sICAM-1 concentration was measured. After
seven-day therapy based on inhalation glucocorticosteroids, beta-2 agonists, oral prednisone in dose of 30
mg/day, blood samples were repeatedly obtained and
sICAM-1 concentrations were determined.
The control group included 10 healthy subjects
averagely aged 37 years without any history of allergy,
asthma, allergic rhinitis, atopic dermatitis or any other
significant disease.
Statistics
Statistical analysis was performed using EPI
INFO ver. 10 program package. Statistical differences
were calculated according to non-parametric MannWhitney test. Correlations between different parameters were determined based on Spearman's rank correlation coefficient calculations (8, 9).
Results
Our group of healthy controls (without any history of allergy, asthma, allergic rhinitis, atopic dermatitis
or any other significant disease) had mean sICAM-1
value of 226.64 ng/mL, which was consistent with the

manufacturer's reference values (115’306 mg/mL).
Mean value of sICAM-1 concentration in patients with
exacerbating asthma (N=7) was 430.4 ng/mL. Correlation coefficient of sICAM-1 concentrations between
groups of healthy controls and patients with asthma
exacerbation was Z = ’ 2.246 p< 0.05, indicating
presence of statistically significant difference in sICAM1 concentrations between the groups of subjects, i.e.,
sICAM-1 concentration was significantly higher in
asthma patients with asthma exacerbation in comparison to healthy controls.
Mean sICAM-1 concentration after seven-day
glucocorticosteroid therapy applied in the same subjects (asthmatic patients) was 352.30 ng/mL. Correlation coefficient of sICAM-1 concentrations between
asthmatic patients in stable state (after therapy) and
healthy controls was Z = ’2.051 p< 0.05, indicating
presence of statistically significant difference between
the groups, i.e., sICAM-1 concentration was significantly higher in stable-state asthmatics in comparison to
the healthy controls.
Correlation coefficient of sICAM-1 concentration
between the groups before and after the therapy was Z
= ’2.197 p < 0.05, indicating presence of statistically significant difference in sICAM-1 concentrations
before and after the therapy, i.e., in phase of disease
exacerbation, sICAM-1 concentration values were significantly higher in patients with disease exacerbation
in comparison to the same patients in the stable state
(Table I).

Table I. Mean sICAM-1 concentrations in patients
with bronchial asthma in exacerbation,
before and after glucocorticoid therapy
sICAM-1 (ng/mL)
n=7
Mean
SD
Med
Min
Max

before
430.4
232.84
355.17
246.74
930.65

after
352.3
188.92
299.23
198.47
754.21

Z = ’2.197 p < 0.05

Discussion
The mechanisms of asthma-associated airway
inflammation include the cascade of events ultimately
resulting in accumulation of inflammatory cells from
circulation participating in upregulation of the endothelial adhesion molecules, including ICAM-1, as well
as in reciprocal expression of their ligands on the
leukocytes (Global initiative for asthma, 1997). Our
study was aimed at measurement and comparison of

Jugoslov Med Biohem 2004; 23 (1)

ICAM-1 concentrations in healthy controls and patients with bronchial asthma in phase of exacerbation
and in stable state, as well as at establishment of correlation between sICAM-1 concentrations in the same
group of patients with asthma exacerbation and in
stable state seven days after glucocorticosteroid therapy administration.
Mean value of sICAM-1 concentration in our
group with bronchial asthma in phase of exacerbation
was 430.4 ng/mL, in stable state 352.30 ng/mL, while
in healthy controls it was 226.64 ng/mL. Shiota et al
(10, 11) evidenced mean value of sICAM-1 concentration in healthy volunteers of 260.9 ng/mL, which was
somewhat higher in comparison to the mean value of
sICAM-1 concentration evidenced in our controls. The
difference in number of healthy controls (10 vs. 39)
may have contributed to this inconsistence.
Analysis of sICAM-1 concentration correlation
between the groups with asthma exacerbation and
healthy controls evidenced correlation coefficient of Z
= ’ 2.246 p < 0.05 indicating presence of statistically
significant correlation between ICAM-1 values, i.e.,
that the patients with asthma in phase of exacerbation
had higher sICAM-1 serum concentrations in comparison to healthy controls. Our results are consistent
with the data published in the reference literature evidencing that adult patients with asthma exacerbation
(in the course of the acute attack) had higher sICAM1 concentrations in comparison to the healthy controls (10 ’14). Tang et al (15) also reported in their
study that asthmatic children in the phase of exacerbation and rhinitis also had higher sICAM-1 serum
concentrations in comparison to the healthy controls.
Data indicating higher sICAM-1 concentrations in stable-state patients with asthma in comparison to those
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measured in healthy controls were also consistent with
data from the reference literature (16). These results
clearly indicated the role of the adhesion molecule
ICAM-1 in pathogenesis of bronchial asthma, particularly as a disease activity (exacerbation) marker.
Out of 7 patients with asthma exacerbation,
three were atopic and four non-atopic. Severe asthma
was diagnosed in 2 patients, while moderately severe
one in phase of exacerbation in 5 patients. Mean value
of sICAM-1 concentration, before introduction of the
therapy, was 430.49 ng/mL to be reduced to 352.30
ng/mL after 7-day therapy. Only in one of the patients,
sICAM-1 concentration value was mildly higher after 7day therapy (355 ng/mL vs. 362 ng/mL). Application
of a non-parametric test (Wilcox's rank test), evidenced correlation coefficient of Z = ’2.197 p < 0.05
indicating presence of statistically significant difference between sICAM-1 concentrations before and after
therapy, i.e., that the same patients has statistically
significantly higher sICAM-1 concentrations in phase
of exacerbation of bronchial asthma in comparison to
those evidenced in the stable state (remission). The
later was one of the most important observations consistent with data reported by the Japanese authors
(10, 16, 17), which pointed out to the significance of
application of inflammation mediators and markers in
monitoring of the therapy as well as that sICAM-1 concentration level may be modulated by glucocorticosteroid therapy (3).
Finally, the results obtained in our study led to
conclusion that seven-day glucocorticosteroid therapy
results statistically significant reduction of sICAM-1
concentrations in patients with bronchial asthma, as
well as that sICAM-1 is an obvious marker of activity in
bronchial asthma patients.
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Kratak sadr`aj: Pove}an broj neutrofila, eozinofila i limfocita u mukozi disajnih puteva za vreme pogor{anja
astme doga|a se paralelno sa pove}anjem ekspresije specifi~nih adhezivnih molekula (me|u kojima je i intercelularni adhezivni molekul 1) na postakapilarnim venulama endotelnih }elija. Cilj ovog rada je bio da se izmeri
koncentracija solubilnog intercelularnog adhezivnog molekula 1 (sICAM-1) kod 7 bolesnika sa bronhijalnom astmom u pogor{anju i korelira dobijena vrednost s koncentracijom sICAM-1 kod istih bolesnika u stabilnom stanju
nakon sedmodnevne terapije glukokortikosteroidima, kao i u odnosu na zdrave osobe (10 ispitanika). Srednja
koncentracija sICAM-1 u bolesnika s pogor{anjem astme iznosila je 430,49 ng/mL, a u zdravih ispitanika 260,9
ng/mL. Bolesnici sa astmom u pogor{anju imali su statisti~ki zna~ajno ve}u koncentraciju sICAM-1 u odnosu na
zdravu kontrolu (Z = ’2,246), kao i u odnosu na iste bolesnike u stabilnom stanju nakon sedmodnevne upotrebe
glukokortikosteroidne terapije (Z = ’2,197).
Klju~ne re~i: bronhijalna astma, pogor{anje, intercelularni adhezivni molekul 1, glukokortikosteroidi
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