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Abstract

Background: Lertal® is an oral food supplement containing 80 mg of dry extract of Perilla frutescens, 150 mg of
bioflavonoid quercetin, and 5 ug of vitamin D3. The aim of this study was to evaluate the efficacy of Lertal® as a
complementary therapy to topical therapy of patients with moderate-to-severe seasonal allergic rhinoconjunctivitis
(SAR).

Results: Seventy (n=70) adult patients with moderate-to-severe SAR were included in this prospective study and
treated by four different procedures: (1) 21 patients received azelastine intranasal spray for 30 days and, after that,
azelastine spray and Lertal® tablets for the next 30 days; (2) 19 patients received combined azelastine with fluticasone
intranasal spray for 30 days and azelastine with fluticasone spray and Lertal® tablets for the next 30 days; (3) 15 patients
received azelastine spray only for 60 days; (4) 15 patients received combined azelastine with fluticasone spray only for
60 days. Levels of SAR symptoms (sneezing, tearing, ocular itching, rhinorrhea, nasal obstruction, hyposmia, and cough),
as well as Total Symptom Scores (TSS), were evaluated at the start of this investigation (visit 0), after 30 days of
treatment (visit 1), and after 60 days of treatment (visit 2) using a visual analog scale. After 30 days of treatment, better
effects were achieved in groups in which patients were treated with combined (antihistamine with corticosteroid)
spray. After 60 days of therapy, we found the best effects in procedure 2 and slightly worse effects in procedure 1. The
high differences in the reduction of TSS between the 60th and 30th day were found for procedure 2 (p<0.001) and
procedure 1 (p<0.001). The worse improvement of symptoms we found was in procedure 4 (p<0.01), and, for the
procedure 3, we found no significant difference (p=0.140). None of the patients reported adverse effects during the
therapy.

Conclusion: Our results suggest that addition of food supplement Lertal® to the standard topical therapy of patients
with moderate-to-severe SAR increases the effects of intranasal therapy in reducing nasal and ocular symptoms.
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Background

Allergic rhinitis (AR) is a highly prevalent chronic in-
flammatory disorder affecting the mucosa of the nasal
cavity and, frequently, of conjunctiva. So, the term “aller-
gic rhinitis,” especially for the seasonal form of disease
should be replaced with the term “allergic rhinoconjunc-
tivitis”. The main symptoms of seasonal allergic rhino-
conjunctivitis (SAR) are sneezing, ocular itching, tearing,
rhinorrhea, and, less intensely, nasal obstruction, hypos-
mia, and cough. It is caused by an allergic response to
pollen and other outdoor allergens [1]. SAR is a frequent
chronic nasal inflammation with strong influence on
quality of life due to the high level of association with
asthma and chronic rhinosinusitis [2]. Diagnosis of AR
can be done by the presence of specific symptoms, local
findings, by allergy skin prick tests, and serological tests
[2]. The prevalence of self-reported AR was estimated
up to 25% in pediatric and up to 40% in adult population
[1, 2]. Clinical practice guideline for AR management
has improved the quality of patients’ care over the past
20 years. The ARIA guidelines were initiated in 2001
and updated in 2008. The ARIA 2010 revision was the
first evidence-based guideline for the management of AR
that followed the GRADE concept [2]. The ARIA 2014
revision was initiated to evaluate the rigor of develop-
ment and quality of reporting of guidelines regarding the
management of AR [2]. Finally, the 2016 revision of the
ARIA guidelines provides both the most important up-
dates and new recommendations regarding the medical
therapy of AR [2]. The most important change in the
ARIA 2008 guideline was the introduction of terms
“intermittent” and “persistent” AR. However, previous
investigations usually refer to SAR, usually caused by
outdoor allergens and perennial AR (PAR), usually
caused by indoor allergens (house dust mites, molds,
animal dander, and others). Accordingly, ARIA 2016 re-
vision retained and promoted the use of the terms SAR
and PAR to enable the interpretation of published evi-
dence. Therefore, the ARIA 2016 recommendations are
more applicable to treatment of patients with moderate-
to-severe AR and less applicable to therapy of patients
with mild AR.

According to the revised ARIA 2016 guideline, the main
treatment options for SAR include the use of second-line
oral or intranasal antihistamines, intranasal corticosteroid
sprays, leukotriene receptor antagonist, and, for the first
time in the evidence-based guidelines, the use of com-
bined intranasal antihistamine with corticosteroid sprays
[2]. Several herbal compounds have been developed in the
last decade for the treatment of acute and chronic upper
airway inflammatory disorders. A new combined prepar-
ation in tablets has recently appeared for the complemen-
tary treatment of SAR. Lertal® is an oral food supplement
containing 80 mg of dry extract of the Perilla frutescens
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seeds, a bioflavonoid quercetin (150 mg), and 5 pg (200
IU) of vitamin D3 [3-6]. This investigation was organized
to evaluate the efficacy of Lertal® as a complementary ther-
apy to standard intranasal therapy of patients with
moderate-to-severe SAR.

Methods

Study design and participants

The adult participants suffering from SAR were included
in this prospective, open-label study with analysis of data
collected from five medical centers. This investigation
was approved by the ethics committee of our university
hospital (MMA 05/2019) and realized between March
1st and September 30th 2020, according to the Declar-
ation of Helsinki. All the patients approved their partici-
pation in the study by informed consent.

Eighty patients (n = 80) with moderate-to-severe SAR
were involved in the study. Seven (n = 7) refused to par-
ticipate while three (1 = 3) patients did not meet inclusion
criteria. Seventy (n = 70) patients were thus recruited and
assigned to one of four therapy procedures. We used a
simple computer-generated randomization procedure to
allocate the participants into different treatment regimens.

The inclusion criteria were age range 18—65 years and
diagnosis of SAR, based on ARIA and AAO-HNS (2, 7].
The patients had symptoms (sneezing, tearing, ocular
itching, rhinorrhea, nasal obstruction, hyposmia, and
cough), rhinoscopic/endoscopic findings of AR, as well
as sensitization to outdoor allergens. Only patients with
moderate-to-severe SAR were included.

Exclusion criteria were the patients with mild SAR,
PAR, chronic rhinosinusitis (CRS) with or without nasal
polyps, bronchial asthma, aspirin sensitivity, and systemic
diseases which affect the nasal cavity. Also, the patients
with severe septal deformation, severe hypertrophy of the
nasal conchae, acute respiratory tract infections, and with
use of antihistamines and glucocorticoids within the 3
weeks before the start of this study were excluded.

Allergy determination

All participants were evaluated for allergies, according to
the medical histories, complaints, skin-prick tests, and
blood testing for total serum immunoglobulin E (IgE).
Skin-prick tests were performed using commercial pack-
age of aeroallergens, including birch, cat, dog, horse,
London planetree, mite, molds, mugwort, olive tree, rib-
wort plantain, spreading pellitory, and timothy (Soluprick,
ALK-Abell6 A/S, Hgrsholm, Denmark). We included
negative (0.9% sodium chloride) and positive (histamine
dihydrochloride) controls for all tests. The test was con-
sidered positive if the diameter of the protrusion on the
skin was greater than 3 mm relative to the control. For the
measurement of IgE serum concentration on the ELISA
reader (Spectra III, Austria), we used the human
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commercial ELISA kit (Elitech Diagnostics, Salon-de-
Provence, France). The patients with total serum IgE levels
higher than 100 IU/ml were considered as atopic.

Treatment

To evaluate the efficacy of Lertal® as a complementary
treatment of SAR patients, we performed four different
treatment procedures. The patients were informed about
the therapy.

Procedure 1 (A—A+L): azelastine hydrochloride
antihistamine (137 pg in a dose, 2 times/day) intranasal
spray for 30 days and azelastine spray (137 pg in a
dose, 2 times/day) and Lertal®, tablets, 2 times/day for
the next 30 days.

Procedure 2 (A+C—A+C+L): combined azelastine
hydrochloride antihistamine (137 pg in a dose) with
fluticasone propionate corticosteroid (50 pg in a dose)
intranasal spray, 2 times/day for 30 days, and combined
azelastine with fluticasone spray, 2 times/day, and
Lertal, tablets, 2 times/day for the next 30 days.
Procedure 3 (A—A): azelastine hydrochloride (137 pg in
a dose) spray only, 2 times/day for 60 days.

Procedure 4 (A+C—A+C): combined azelastine
hydrochloride (137 pg in a dose) with fluticasone
propionate (50 pg in a dose) spray only, 2 times/day for
60 days.

For each subject, the researchers checked the patency
of the nasal cavity, as well as whether they were familiar
with the proper use of the sprays.

Clinical evaluation

Levels of SAR symptoms (sneezing, tearing, ocular itch-
ing, rhinorrhea, nasal obstruction, hyposmia, and cough)
were evaluated at the start of this investigation (visit 0),
after 30 days of treatment (visit 1), and after 60 days of
treatment (visit 2). Patients themselves assessed the in-
tensity of their symptoms using a visual analog scale
(VAS) (0-10 cm; from 0 = lack of symptoms to 10 = the
highest intensity of symptoms). Previously, the proper
use of VAS in patients was explained in detail. The pa-
tients noted the therapy use and the levels of complaints
on their therapy cards, after the medication use. At visits
1 and 2, researchers evaluated the treatment compliance
by insight into the cards. The severity of SAR was
assessed according to Bousquet et al. [8] into “mild
SAR” (VAS of 5 and under 5) and “moderate-to-severe
SAR” (VAS of 6 and over 6).

The main endpoints for treatment efficacy were mean
Total Symptom Score (TSS; sum of the all seven symp-
toms), as well as individual scores for each complaint at
visits 0, 1, and 2.
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We performed the monitoring of adverse events, po-
tentially reported by patients. Previously, the patients
were informed on possible side effects. Also, evaluation
of vital signs and laboratory tests was organized during
visits 1 and 2.

Statistical analysis

The parameters were presented as mean * standard devi-
ation. We used a Kruskal-Wallis test to compare the pa-
rameters between groups of participants. As we had more
than two groups of patients, we continued the analysis by
the Mann-Whitney U test. Dunn’s correction test was
used for the assessment of the levels of statistical differ-
ences. For paired comparison within a group, Wilcoxon’s
test was used. For calculation of relative changes for all
clinical parameters, we used the formula: posttherapeutic
value - pretherapeutic value/pretherapeutic value x 100. P
values < 0.05 were considered significant. The analysis
was performed by using the SPSS software, version 17.0
(IBM SPSS Statistic, Chicago, USA).

Results

Demographic data are presented in Table 1. In total, sev-
enty (n=70) adult patients, aged from 18 to 65 years,
with diagnosis of SAR were included. There were 38
male and 32 female participants with mean age of 39.4+
12.4 years. In 21 patients, we performed procedure 1, in
19 procedure 2, in 15 procedure 3, and in 15 patients,
we used procedure 4 of therapy.

The average symptom scores before (V0), after 30 days
(V1), and after 60 days (V2) of therapy are presented in
Table 2. At baseline, patients from all 4 treatment proce-
dures were equalized according to the intensity of symp-
toms and the TSS. After 30 days of treatment, better
effects were achieved in groups in which the patients
were treated with combined (antihistamine with cortico-
steroid) spray. After 60 days of therapy, the best effects
were achieved in procedure 2, where patients, in adition
to the combined spray, also received Lertal®. Slightly
worse effects were achieved in procedure 1, in which pa-
tients received Lertal® in addition to the intranasal
antihistamine.

Numerical presentation of differences in the relative im-
provement in TSS (day 30 vs day O; day 60 vs day 30) are
presented in Table 3. Graphical presentation of the same
parameters are presented in Fig. 1. The high differences
were achieved for procedure 2 (p<0.001) and procedure 1
(p<0.001). The worse difference we found was in proced-
ure 4 (p<0.01), and for procedure 3, we found no signifi-
cant difference (p=0.140). Statistical significances of
differences in the percents of improvement in nasal and
ocular symptoms (V2 vs V1-V1 vs V0) are presented in
Table 4. The addition of Lertal® to standard combined
therapy (azelastine with fluticasone) significantly reduced
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Table 1 Demographic data

Procedure 1: A-A+L 2: A+C-A+C+L 3:A-A 4: A+C-A+C
Number of participants ° 21 19 15 15
Male/female ratio * 11/10 10/9 8/7 9/6

Average age (years) ° 386+11.3 3784126 4124125 39.5+11.9
“Mean + standard deviation (SD)

the scores of all SAR symptoms. In patients who took  Discussion

only an antihistamine until the 30th day, after the
addition of Lertal®, there was a significant improvement
in all symptoms, except hyposmia. In patients who were
only on antihistamine therapy, on day 60, there were
significant improvements only for sneezing, nasal ob-
struction, hyposmia, and cough. In patients on com-
bined antihistamine with corticosteroid therapy only,
on day 60, there were significant improvements for
sneezing, tearing, ocular itching, rhinorrhea, nasal ob-
struction, and cough. None of the participants reported
adverse effects during the therapy.

Antihistamines are frequently prescribed in patients suf-
fering from SAR as they are effective and quickly relieve
symptoms. Previous investigations showed that topical
antihistamine azelastine hydrochloride reduces the in-
tensity of AR symptoms faster and more effectively than
most oral antihistamines [9]. This drug is thought to be
as effective in supressing immune-mediated inflamma-
tion as neurogenic inflammation in AR [9]. A major step
forward in the treatment of AR is the development of a
combined preparation of azelastine hydrochloride and
fluticasone propionate (MP29-02) in a nasal spray.

Table 2 The average symptoms before (V0), after 30 days (V1), and after 60 days (V2) of therapy

Procedure 1: A-A+L (n=21) 2: A+C-A+C+L (n=19) 3: A-A (n=15) 4: A+C-A+C (n=15)
Sneezing (VO)° 9.5+0.5 9.7+04 9.5+0.5 9.6+0.5
Sneezing (V1) 6.7£0.5 64+0.5 7.2+0.7 6.9£0.6
Sneezing (V2)? 24+05 12+04 44+09 3.2+06
Tearing (VO)* 94+0.5 9.7+£0.6 9.5+0.5 9.6+0.5
Tearing (V1)° 6.9+0.6 6.2+0.7 6.9+0.7 64+0.7
Tearing (V2)? 2.3+05 14+0.5 4.6+0.7 3.3+05
Ocular itching (VO)? 9.3+0.6 9.7+04 9.2+0.8 9.5+0.5
Ocular itching (V1) 6.7+0.6 6.2+0.7 6.6+1.0 6.1£0.6
Ocular itching (V2)? 2.1+0.2 14+0.5 45£1.1 3.2+06
Rhinorrhea (V0)* 9.1+0.8 9.7+0.6 94+0.6 94+0.5
Rhinorrhea (V1)* 6.5+0.8 6.0£0.7 6.8+0.9 64+0.6
Rhinorrhea (V2)* 2104 12+04 43£10 29408
Nasal obstruction (V0)? 6.4+0.9 6.7£1.1 6.3+1.4 6.7+0.9
Nasal obstruction (V1) 4.2+038 4.0+038 4311 3.8+06
Nasal obstruction (V2)? 22+04 1.2+04 3.6+0.7 2.8+06
Hyposmia (VO)? 58+1.0 5.8+0.8 5.5+0.7 5.8+0.6
Hyposmia (V1)* 3.8+0.8 36+0.9 34+05 34£0.5
Hyposmia (V2)? 20+04 13405 29+0.7 23405
Cough (VO)* 52408 52+09 5.1+04 5307
Cough (V1) 34407 3.1£0.9 33+05 33+05
Cough (V2)? 1.8+£0.5 12+04 29+05 2.5+05
Total symptom score (V0)* 548435 56.6+2.9 545+39 559+2.7
Total symptom score (V1) 38.1+2.7 3554238 385434 36.3+1.8
Total symptom score (V2)° 149+16 8.9+0.9 27.3+4.1 203+29

Abbreviations: V0 before treatment (day 0), V1 visit 1 (day 30), V2 visit 2 (day 60)
?Mean + standard deviation (SD)
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Table 3 Numerical presentation of differences in the percents of improvement in TSS (day 30 vs day O; day 60 vs day 30)

Procedure TSS30-TSSO (V1-V0) TSS60-TSS30 (V2-V1) P value
1: A-A+L? —30.5+4.3 —60.5+5.0 <0.001
2: A+C-A+C+L? —372452 —748+26 <0.001
3: A-A® —29.5+3.8 —287+£10.8 NS

4: A+C-A+C? —349+29 —44.2+7.3 <0.01

Abbreviations: V0 before treatment (day 0), V7 visit 1 (day 30), V2 visit 2 (day 60), NS non-significant difference

2Mean + standard deviation (SD)

Studies have shown significantly better effects of this
preparation in the treatment of moderate-to-severe AR
in comparison to the effects of therapy with azelastine
spray and fluticasone spray, separately [10-12].
However, in cases of intense allergen exposure, both
intranasal antistamine and corticosteroid may be unable
to completely inhibit allergic inflammation, resulting to
the necessity for the use of additional therapy. Lertal® is
a combined preparation, formulated in bilayer tablets
containing the extract of Perilla frutescens (80 mg),
quercetin (150 mg), and vitamin D3 (5 pg). It consists of
a fast-releasing layer that enables fast antihistaminic ac-
tion of Perilla frutescens, and a slow-releasing layer con-
taining quercetin and vitamin D3, which provides high
bioavailability and prolonged anti-allergic effect of these
substances [3-6]. The dry extract of Perilla frutescens
seeds contains rosmarinic acid and bioflavonoids, such

as luteolin, chrysoeriol and apigenin, and all of these
compounds have well-documented immunomodulatory
and anti-allergic activities. They suppress the release of
histamine, decrease the expression of pro-inflammatory
cytokine interleukin-6 (IL-6) and tumor necrosis factor-
alpha (TNF-a), and increase the expression of
interferon-gamma (IFN-y) [13]. The extract of Perilla
also has strong inhibitory activity against both 5-
lipoxygenase and 12-lipoxygenase, the most important
enzymes in allergic inflammation [13]. Quercetin is a
bioflavonoid with a strong antioxidant activity found in
grapefruit, onions, apples, green vegetables, and beans. It
has an affinity for binding to the cell membranes of mast
cells and basophils, tending to stabilize their membranes
and block degranulation and release of histamine, leuko-
trienes, as well as IL-6, IL-8, and TNF-a [3-6]. Quer-
cetin significantly increases transepithelial chloride ion

0 [] pitt. Proc., TSS,, - TSS,
[] Dift. Proc., TSSg- TSSy, =
-20]
- **
[——]
—_— T
-40-]
e e % l
-60]
kR
-80
T T T T
1 2 3 4
Therapeutic sheme: 1=A — A+L; 2=A+C — A+C+L; 3=A — A; 4=A+C — A+C
Fig. 1 Graphical presentation of differences in the percents of improvement in TSS (day 30 vs day 0; day 60 vs day 30) for 4 different treatment
modalities. **p < 0.01; ***p < 0.001 vs corresponding TSS3,—TSS, difference




Peri¢ et al. The Egyptian Journal of Otolaryngology (2021) 37:54

Page 6 of 8

Table 4 Statistical significances of differences in the percents of improvement in nasal and ocular symptoms (V2 vs V1-V1 vs V0)

Procedure: Sneezing Tearing Ocular itching  Rhinorrhea Nasal Hyposmia Cough
1=A-A+L; 2= V2vsV1-Vivs V2vsV1-Vivs V2vsV1-Vivs V2vsV1-V1vs obstruction V2vs V1-Vivs V2vsV1-V1vs
A+C-A+C+L; VO Vo Vo Vo V2vsV1-Vlvs VO Vo
3=A-A; 4= Vo

A+C-A+C

12 —4.029° —4033P —4,050° —4.028° —2.356° —801° -2881°
Sig. (2- .000 .000 .000 .000 .018 423 .004
tailed)

2 Z —3.854° —3837° —3859° —3.847° -3.570° -2.868° —2.785P
Sig. (2- .000 .000 .000 .000 .000 .004 .005
tailed)

3 Z —-2643° —~1353° -283° —1.225° —2247¢ ~2.963¢ —3.295¢
Sig. (2- .008 176 777 221 .025 .003 .001
tailed)

4 7 —-3.251° —2613° —2677° -3016° —2220° ~1.002¢ —2457°
Sig. (2- .001 .009 .007 .003 .026 316 014
tailed)

Abbreviations: V0 before treatment (day 0), V1 visit 1 (day 30), V2 visit 2 (day 60)
“Wilcoxon signed rank test

PBased on positive ranks

“Based on negative ranks

transport to the nasal secretions, enhances the ciliary
beat frequency, and stimulates the mucociliary clearance
[14]. Vitamin D3 is an important factor for the normal
function of the immune system. It has been reported
that vitamin D3 serum level is inversely correlated with
levels of cytokines IL-6 and IL-10 [15]. Vitamin D3 de-
creases the expression of the major histocompatibility
complex (MHC) class 2 molecule on the membrane of
antigen-presenting cells [15]. Finally, it has been demon-
strated higher incidence for AR and CRS morbidity in
patients with lower serum levels of vitamin D3 [16]. So,
addition of vitamin D3 can be considered as an adjuvant
therapy against allergic inflammations in the airways.

Previous investigations demonstrated a very good ac-
tion of Lertal® in the reduction of nasal and/or ocular
complaints of SAR [3-5]. Use of Lertal® as a comple-
mentary therapy reduces the use of antihistamines in
children and adult patients with SAR [3-5]. Marseglia
et al. [6] found that Lertal® assumption for the long-time
was without side effects in children. This supplement
significantly reduces the risk of exacerbation of SAR
symptoms, duration of symptoms, and the need for
symptomatic medications in children with SAR [6]. No
adverse events of Lertal® were noted in the previous
studies, in both adult and pediatric patients.

Our results showed better effects of the first 30-day
therapy in adult patients treated with combined (antihis-
tamine with corticosteroid) spray. After the next 30 days
of therapy, the best effects were achieved in regimen
where patients received Lertal® in adition to the com-
bined antihistamine-corticosteroid spray. Slightly worse
effects were achieved in procedure where patients

received Lertal® in addition to the intranasal antihista-
mine. Therefore, according to our results, supplementa-
tion of Lertal® to the standard azelastine with fluticasone
therapy decreases the TSS for about 37% in comparison
to the status before the Lertal® addition. Slightly worse
decrease in the TSS, about 30%, was achieved when we
added Lertal® to the intranasal antihistamine treatment.
When we continued with standard therapy of AR (pro-
cedures 3 and 4), after 60 days, an improvement of about
10% occured in group treated by combined antihista-
mine with corticosteroid spray. This finding could sug-
gest the presence of a cumulative effect of long-term
combined azelastine with fluticasone therapy. The
addition of Lertal® to standard combined therapy (azelas-
tine with fluticasone) significantly reduces the scores of
all SAR symptoms. In patients who took only an antihis-
tamine until the 30th day, after the addition of Lertal’,
there is a significant improvement in all symptoms, ex-
cept hyposmia. Therefore, according to our results
(Table 4), reduction in nasal obstruction is better in pa-
tients who used Lertal® with combined intranasal antihis-
tamine and corticosteroid spray. This finding suggests
the presence of synergistic anti-edematous and anti-
inflammatory effects of corticosteroid fluticasone-
propionate, antihistamine azelastine hydrochloride, and
Lertal®. So, the reduction of edema and inflammation in
the olfactory cleft is better in patients who added Lertal®
to topical antihistamine with corticosteroid therapy,
resulting in the improvement of the sense of smell. Pre-
vious investigations suggested that Lertal potentiates the
antiallergic effects of antihistamines [3—6]. Our results
suggest that Lertal® potentiates the anti-inflammatory,
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antiallergic and immunomodulatory effects of both anti-
histamines and corticosteroids and, accordingly, reduces
the nasal and ocular symptoms of SAR.

The present study has limitations because the number
of patients was relatively small. The assessment of the
intensity of nasal and ocular symptoms depended on the
subjective experience that the patients had, and not on
the objective parameters. In our study, we did not
strictly follow the ARIA 2016 and AAO-HNS 2015
guidelines for the therapy of AR, as we treated one num-
ber of patients with moderate-to-severe SAR with azelas-
tine hydrochloride spray alone or in combination with
Lertal®. Both guidelines recommend the use of combined
azelastine with fluticasone spray as one of the main
treatment options in therapy of moderate-to-severe SAR
[2, 7]. During the designation of our study, we took into
account the fact that some patients with AR cannot use
intranasal corticosteroid therapy due to recent nasal
problems (injury, ulcers, surgery), infections (tubercu-
losis, herpes nose, and eye infection), certain eye prob-
lems (glaucoma, cataract), arterial hypertension, and
liver disease. We wanted to show that combined therapy
with intranasal azelastine and Lertal® can also be very ef-
fective in reducing the symptoms of moderate-to-severe
SAR and that this treatment regimen could be a good al-
ternative to standard therapy in patients with those
comorbidities.

Conclusion

In this study, we proposed two options for successful
therapy of SAR: intranasal antihistamine azelastine with
addition of herbal compound Lertal® and combined aze-
lastine with fluticasone spray with addition of Lertal®.
Our results suggest that addition of food supplement
Lertal® to the standard topical therapy of patients with
moderate-to-severe SAR increases the effects of intrana-
sal therapy in reducing nasal and ocular symptoms. The
addition of Lertal® to intranasal azelastine is especially
important in patients with moderate-to-severe SAR who
cannot use intranasal corticosteroid therapy due to the
presence of comorbidities. Food supplements will play
an important role in the future treatment of AR, but
their use cannot be separated from the objective con-
firmation of their efficacy and safety.
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